VoL. 26 No. 5 


805. The Relationship between Eye and Kidney Pathology 
in the Diabetic Rat 

R. G. Janes. A.M.A. Archives of Pathology [A.M.A. 
Arch. Path.) 67, 386-394, April, 1959. 13 figs., 20 refs. 


In this paper from the Department of Anatomy, State 
University of Iowa College of Medicine, a comparative 
study is reported of the pathogenesis of vascular lesions 
of the eye and of the kidney in rats in which alloxan 
diabetes had been induced, over 200 adult rats of the 
Long-Evans strain being studied. 

A relationship was found between the pathological 
changes in the eye and kidney. Retinopathy per se was 
encountered in only one diabetic animal. Haemorrhage 
into the anterior chamber of the eye was observed in 42 
rats which had had severe diabetes for at least 4 months. 
Injection of the retinal vessels showed dilatation of the 


major arterial circle and some of the capillary vessels. - 


When injections were made under pressure there was. 
usually more rupturing of vessels in the diabetic rat than 
in the normal animal. By the time cataracts were 
mature (3 months or longer) definite changes were seen 
in the kidney. One of the first signs of renal damage 
was thickening of the glomerular walls and dilatation of 
some capillaries. Degenerative changes also occurred 
in the tubules. The renal changes were much more 
severe after haemorrhage had occurred into the anterior 
chamber of the eye. In many instances the histo- 
logical picture was similar to that in Kimmelstiel— 
Wilson nephropathy. Eventually many of the glomeruli 
atrophied or became almost completely sclerotic. 

The author concludes that the lesions in both the 
eye and the kidney can be attributed to abnormalities 
of blood vessels, the cause of which is not clearly under- 
stood. A. W. H. Foxell 


806. Serum Transaminase Levels in Liver Disease 
L. Henry. Journal of Clinical Pathology [J. clin. Path.) 
12, 131-137, March, 1959. 4 figs., 13 refs. 


In this paper from St. George’s Hospital, London, 
the sensitivity as an index of liver function of the serum 
transaminase levels was studied and compared with that 
of certain standard liver function tests. In 64 patients 
with liver disease the serum glutamic-oxalacetic trans- 
aminase (S.G.O.T.) level and the serum glutamic-pyruvic 
transaminase (S.G.P.T.) level were estimated and routine 
liver function tests performed. 

In acute hepatitis the serum transaminase sevels were 
high, the S.G.P.T. level being higher than the S.G.O.T. 
The author states that these values appear to provide a 
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sensitive index of liver function and serial assays are 
useful in following the progress of the disease, but they 
may not necessarily be a more sensitive index than the 
results of routine liver function tests. In chronic liver 
disease the serum transaminase levels were not always 
abnormal, and where they were raised the relationship 
between the S.G.O.T. and the S.G.P.T. levels was too 
variable to permit any firm conclusion to be drawn. In 
almost every case of obstructive jaundice there was a 
rise in the S.G.P.T. level over that of the S.G.O.T. The 
electrophoretic mobilities of the enzymes were confirmed, 
the S.G.O.T. moving with the a2 globulin and the 
S.G.P.T. with the 8 globulin. Victor M. Rosenoer 


HAEMATOLOGY 


807. The Effect of Magnesium on Blood Coagulation in 
Human Subjects. Preliminary Communication 

H. B. ANSTALL, R. G. HUNTSMAN, H. LEHMANN, G. H. 
HAYWARD, and D. WerrzmMan. Lancet [Lancet] 1, 
814-815, April 18, 1959. 1 fig., 11 refs. 


The authors have investigated the effect of the oral 
administration of magnesium citrate on blood coagula-- 
tion in the human subject, and this preliminary com- 
munication from St. George’s and St.. Bartholomew’s 
Hospitals, London, describes their methods and results. 
The magnesium was administered by mouth as the 
citrate in a dose of 1 g. together with 50 g. of peptone, 
amino-acids being known to increase the solubility of 
sparingly soluble salts of divalent cations, while the 
ingestion of protein increases the absorption of such salts. 

The thrombin generation test performed on whole 
blood, the sampling of which was started after 10 minutes” 
incubation, showed in 19 out of 20 observations that 
the peak of thrombin generation was delayed by 4 to 6 
minutes. In three timed experiments the effect of the 
magnesium could be demonstrated for up to 6 hours. 
The authors also obtained less clear-cut but similar 
evidence from the whole-blood coagulation time as 
determined by the method of Lee and White. Tests 
showed that there was no demonstrable effect on blood 
clotting from the administration of magnesium citrate 
alone to 3 subjects or peptone alone to 2. In view of 
these results 3 patients were then treated with mag- 
nesium without untoward results. One child with 
sickle-cell anaemia was treated for 4 weeks and 2 patients 
with ischaemic heart disease were treated for 2 days and 
2 weeks respectively; in both these last cases the blood 
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alkali reserve rose. The authors suggest that except in 
cases of sickle-cell anaemia, in which alkalosis may be 
desirable, magnesium chloride or sulphate should be 
given instead of the citrate. A. S. Douglas 


808. Nomenclature of Blood-clotting Factors 
INTERNATIONAL COMMITTEE FOR THE STANDARDIZATION 
OF THE NOMENCLATURE OF BLOOD CLOTTING FACTORS. 
British Medical Journal [Brit. med. J.) 1, 1292-1294, 
May 16, 1959. 14 refs. 


In this report the international committee on nomen- 
clature established at the first International Congress on 
Thrombosis and Embolism in 1954 make recommenda- 
tions concerning the recognition, characterization, and 
international terminology of blood coagulation factors. 
(The 24 members of the committee, coming from many 
countries throughout the world, are listed in an appen- 
dix.) 

The committee has decided to use a numerical system 
of nomenclature, since the allocation to a new factor 
of a name implying function has so often in the past been 
shown later to be based on erroneous grounds. The 
system adopted is similar to those already introduced by 
Owren and by Koller. The following numbers are 
allocated to four long accepted components: Factor I 
—fibrinogen; Factor II—prothrombin; Factor III— 
tissue thromboplastin; and Factor [V—calcium. It is 
recognized, however, to be unlikely that the symbols will 
come into common usage for these factors, as their names 
have been established in the literature now for at least 
half a century. In addition to these factors, whose 
recognition presents no significant problem, the com- 
mittee recommends the acceptance of a further four 


-factors—namely, Factor V, Factor VII, Factor VIII, 


and Factor [IX—which they consider to be justified 
according to certain criteria which they have laid down. 
The characteristics of each of these factors are briefly 
summarized. 

[The terms Factor V and Factor VII have long been in 
general use in the British literature on this subject, 
whereas Factor VIII has usually been called antihaemo- 
philic globulin and Factor IX the Christmas factor. The 
original report (which was published simultaneously in 
J. Amer. med. Ass.) should be consulted for the definition 
of the criteria adopted by the committee and also for the 
complete lists of synonyms which have been accepted as 
representing identical factors.] A. S. Douglas 


809. Blood-volume in Chronic Nutritional Anaemia 
P. W. G. Tasker. Lancet [Lancet] 1, 807-809, April 18, 
1959. 3 figs., 11 refs. 


Blood volume in chronic anaemia was studied in 74 
adult patients admitted to the General Hospital, Kuala 
Lumpur, Malaya. The anaemia was either of the nu- 
tritional megaloblastic type or due to iron deficiency, 
the latter often being associated with hookworm infection. 
The plasma volume was estimated by the Evans (azovan) 
blue method and the haemoglobin level by the cyan- 
haematin method. The packed cell volume was deter- 
mined by centrifugation in a Wintrobe tube. It was 
found that the blood volume decreased as the degree of 
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anaemia increased. The change was due mainly to 
reduction in the erythrocyte volume, the plasma volume 
remaining steady except in pregnant women, in whom 
it tended to increase. Because of this change the 
haemoglobin level read progressively too high when 
compared with the total circulating haemoglobin. This 
error might be large when the haemoglobin level was 
very low. M. C. G. Israéls 


810. Paroxysmal Nocturnal Haemoglobinuria—Marchia- 
fava—Micheli Anaemia. A Morphological Study. (Par- 
oxysmale nachtliche Hamoglobinurie—Anamia Marchia- 
fava—Micheli. Eine morphologische Studie) 

H. Martin, O. Hua, and W. Lippert. Folia haemato- 
logica [Folia haemat. (Lpz.)| 76, 141-160, 1959. 7 figs., 
30 refs. 


Paroxysmal nocturnal haemoglobinuria (P.N.H.) is a 
specific, chronic, and rare haemolytic anaemia which 
occupies a position midway between the acquired and the 
constitutional haemolytic anaemias. It differs from the 
first because the haemolysis is not caused by an antigen— 
antibody reaction and from the second in the absence 
both of abnormal morphology of the erythrocytes and, 
up to the present, of definite evidence of heredity. In 
patients suffering from P.N.H. certain erythrocytes which 
do not differ morphologically from the rest are preferen- 
tially haemolysed during the night, the haemolytic 
agents being physiological components of the serum 
which are said to be identical with the properdin system. 
Thus in serum which has been freed from properdin (or 
from which active complement has been eliminated) 
no haemolysis of the erythrocytes of P.N.H. occurs. 
The abnormality of these erythrocytes seems to lie in 
their ability to combine with properdin, binding com- 
ponents being “ available” in the abnormal cells which 
are “ not available ” in normal cells. 

The authors of this paper from the Second University 
Medical Clinic and the Max Planck Institute for Bio- 
physics, Frankfurt am Main, briefly review previous 
electron-microscopical investigations of the erythrocytes 
of P.N.H., which have so far produced contradictory 
results. In their own studies of erythrocytes from 6 
patients suffering from P.N.H. they found an undoubted 
abnormality of the envelope after haemolysis with 
distilled water, the erythrocyte shadow showing strongly 
contrasting dots and nodules with a tendency to con- 
glomeration. These changes varied in frequency in the 
different patients and also in the same patient on different 
occasions. It was not possible to correlate the degree 
of abnormality with other laboratory findings or with 
morbidity. Erythrocyte shadows with a similar appear- 
ance were also found in blood obtained from patients 
during a nocturnal haemolytic crisis, the empty envelopes 
being visible both by phase-contrast and electron 
microscopy. 

In further experiments blood from patients with P.N.H. 
was treated with thrombin and Factor V, a procedure 


which causes haemolysis of the pathological cells only. . 


The haemolysis was observed with the phase-contrast 
microscope and erythrocytes withdrawn after different 
periods of incubation, washed in saline, and prepared for 
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electron-microscopical examination. Again abnormal 
cell shadows were present—some of them greatly enlarged 
and others showing an unusual precipitate. These cells 
eventually underwent stromatolysis, and it appeared 
that the stroma was so affected by treatment with throm- 
bin and Factor V that, as soon as haemolysis started, the 
mere contact with water caused clumping of the cell 
envelopes and their dissolution. Control experiments 
were carried out with normal erythrocytes of Group A, 
which were haemolysed by suspending them in serum 
from persons of Group O and examined in the same way. 
Distinct differences were noted in the intermediate 
stages of haemolysis from those seen in the erythrocytes 
of P.N.H. treated with Factor V. H. Lehmann 


MORBID ANATOMY AND CYTOLOGY 


811. Changes in Buccal Cells in the Anaemias 
M. M. BoppincTon. Journal of Clinical Pathology [J. 
clin. Path.] 12, 222-227, May, 1959. 5 figs., 12 refs. 


Changes in the buccal cells in anaemia were studied 
at the Churchill Hospital, Oxford, the mean diameters 
of the cytoplasm and of the nucleus of the salivary 
squamous cells being measured in 18 patients with per- 
nicious anaema, 11 with other megaloblastic anaemias, 
20 with iron-deficiency anaemia, 10 with an abnormal 
tongue not associated with anaemia, and 10 healthy 
controls. The diameter of the cytoplasm of buccal 
cells appeared to be smaller than normal in all the 
anaemias. The nuclei were distinctly enlarged in megalo- 
blastic anaemia associated with lingual atrophy. 
‘“* Giant” nuclei were present in almost half the cases of 
megaloblastic anaemia with normal tongue. Similar 
changes were also seen in some cases of iron-deficiency 
anaemia in which lingual atrophy was present. _ 

A. W. H. Foxell 


812. The Epithelial Cells in Megaloblastic Anaemias 
M. M. BoppINGTon and A. I. Spriccs. Journal of 
Cliniéal Pathology [J. clin. Path.] 12, 228-234, May, 
1959. 8 figs., 16 refs. 


The cytological appearances of epithelial cells in 
megaloblastic anaemia were studied in 10 patients at the 
Churchill Hospital, Oxford, 8 of whom had typical 
Addisonian pernicious anaemia, one megaloblastic 
anaemia of the puerperium, and one megaloblastic 
anaemia probably attributable to treatment of epilepsy 
with phenobarbitone. Material was obtained from the 
saliva, tongue, nose, conjunctiva, urine, and vagina 
before and after treatment. In 8 cases the buccal cell 
nuclei were enlarged. Small numbers of abnormally 
large cells were observed before treatment in nasal 
smears from 3 cases and in specimens of urine from 2. 
A highly significant reduction in the mean diameter of 
the nucleus was found in the vaginal cells of 2 out of 3 
post-menopausal women after treatment with vitamin 
By2 (cyanocobalamin). Nuclear irregularities were seen 
in gastric washings and in one specimen of sputum from 
an untreated case of pernicious anaemia. No changes 
were noted in conjunctival smears. 


It is concluded that widespread changes in epithelial 
cells occur in pernicious anaemia, but that the appear- 
ances are inconstant and non-specific. A. W. H. Foxell 


813. Oral Cornification in Anaemic Patients 
A. Jacoss. Journal of Clinical Pathology [J. clin. Path.} 
12, 235-237, May, 1959. 3 figs., 4 refs. 


The buccal epithelium in anaemia was studied at 
Charing Cross Hospital Medical School, London, in 
the following groups of patients: (1) 39 (18 male and 21 
female) with iron-deficiency anaemia due to gastro- 
intestinal haemorrhage from various causes; (2) 20 
(female) with “‘ idiopathic” iron-deficiency anaemia; and 
(3) 25 (12 male and 13 female) with no iron deficiency, but 
with pernicious anaemia (7) or anaemia due to leukaemia 
(12) or myelomatosis (6). Smears from the cheek 
were stained by Papanicolaou’s technique, and the per- 
centage of squamous cells showing cytoplasmic acido- 
philia or orangeophilia (cornification index) was calcu- 
lated in each case. The cornification index in the 
anaemic patients in Groups 1 and 3 did not vary 
significantly from normal, but the increase in the cornifi- 
cation index in Group 2 was very highly significant 
(P<0-0001). In none of the groups was there any 
correlation between cornification and the haemoglobin 
level. In 4 cases successfully treated with iron the buccal 
cornification index returned to normal. The author sug- 
gests that these epithelial changes may be due to decreased 
stores of iron in the tissues. A. W. H. Foxell 


814. Nephrocalcinosis Infantum 

R. A. SHANKS and A. M. MACDONALD. Archives of 
Disease in Childhood [Arch. Dis. Childh.] 34, 115-119, 
April, 1959. 7 figs., 2 refs. 


During the 30-year period 1928-57 a total of 84 
cases of nephrocalcinosis infantum were encountered at 
necropsy at the Royal Hospital for Sick Children, 
Yorkhill, Glasgow, 60 being seen during the last decade. 
The authors state that nephrocalcinosis is primarily a 
disorder of infancy and rarely occurs over the age of 2 
years; of the most recent group of 60 patients, 47 were 
under one year. The condition appears to be benign 
and unrelated to the cause of death. The lesion resolves 
spontaneously during the second year of life and is 
probably related to symptomless hypercalcaemia. The 
histological appearances are described, including early 
degenerative changes in the renal tubules. 

A. Wynn Williams 


815. Fibrotic Nodules of the Spleen 
A. B. Raper. Journal of Pathology and Bacteriology 
[J. Path. Bact.] 78, 1-16, 1959. 14 figs., 24 refs. 


Benign, symptomless, fibrotic nodules of the splenic 
pulp were seen at necropsy on 30 adult African patients 
at Mulago Hospital, Kampala, Uganda. The author 
states that these nodules are found in 4-5°% of routine 
necropsies carried out in Uganda and appear to be 
structurally identical with nodules described as occurring 
very rarely in Caucasoid populations. There does not 
appear to be any particular relationship between the 
incidence of the nodules and age, sex, and social class of 
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the patients, the tribe to which they belong, geographical 

£. region, or the nature of the terminal disease. 
a In the present series of cases the nodules were single 
a or multiple, superficial or deep, and varied in diameter 
3 from a few millimetres to 4 cm. Discussing the histo- 
“al logical features of the four main types of lesion which 
S could be distinguished, the author states that Types 1, 
= 2, and 3 probably represent different stages, successive 
GY in time, in a single process. On this interpretation the 
earliest observed change is a profuse hyperplasia of the 
fixed cells of the splenic cords and subsequent stages 
represent an involutionary hyalinization of the newly 
‘3 formed fibrous tissue. The “* burnt-out ” lesions (Type 
3) may show only fibrous tissue, fibrous tissue sur- 
cf rounding traces of pulp, or considerable islands of pulp 
: embedded in fibrous tissue. The distribution of the 
nodules corresponds to the territories of the arteries of 
E the pulp or of trabecular arteries. Type-4 lesions, 
which are subcapsular and beneath the attachment of a 
peritoneal adhesion, are not clearly demarcated from the 
adjacent pulp and include bands of fibrous tissue which 
tend to run at aright angle to the surface of the spleen. 
The possible causes of the original hyperplasia of the 
pulp are discussed. Type-4 lesions occur at sites readily 


is possible that at least some of the lesions of the other 
types could be explained in the same way. The incidence 
of the disease in Uganda suggests that some local circum- 
stance is concerned in the pathogenesis, but no con- 
nexion could be traced with any parasitic or other infec- 
tive agent. The author considers it most unlikely that 
the nodules are hamartomata. H. Caplan 


ie 816. The Bronchial Spread of Lung Cancer 
i R. E. Corton. British Journal of Diseases of the 
i Chest [Brit. J. Dis. Chest] 53, 142-150, April, 1959. 
* 12 figs., 12 refs. 


One hundred consecutive surgically resected specimens 
of primary lung cancer were examined in detail to deter- 
mine the methods and extent of spread in relation to the 
bronchus. 

§ Direct extension in the bronchial wall proximal to the 

main tumour mass occurred in 12 cases; furthest ? inch 
4 {19:1 mm.]. Direct involvement of other bronchi by 
a direct extension or tumour-invaded lymph nodes is 
rarely seen at a stage when the tumour is still operable, 
with the exception of tumours close to, or involving, the 
major lobar orifices. Twenty-two out of 32 of such 
tumours in this series showed distal involvement of the 
other lobar bronchus by para-bronchial spread, furthest 
14 inch [3-14 cm.], or spread in the bronchial wall; 
furthest 3 inch. In 6 cases there was invasion of sub- 
mucosal lymphatics, in 4 of these of considerable extent, 
the furthest more than 1 inch [2-5 cm.]. All these cases 
had extensive mediastinal lymph node invasion. Exten- 
sion of the tumour along the bronchial lumen by poly- 
poid processes without further attachment to the wail 
was seen on 16 occasions. In 8 of these cases this was 
the most proximal means of spread and measured in 
7 instances between 4 inch [12-7 mm.] and 1} inch. 
Thirty-two cases showed epithelial metaplasia in the 


traumatized and may well be the result of trauma. It . 
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bronchus proximal to the tumour; in all but one, this 
was of a squamous nature. In 17 cases this was con- 
fined to the immediate proximity of the tumour, in the 
remaining 15 the distance varied from 4 inch to 2 inches. 

The practical implications of these findings are dis- 
cussed in relation to the surgery of lung cancer. If these 
factors are kept in mind and certain criteria adhered 
to, there is no contra-indication to lobectomy from the 
bronchial spread aspect. Where the tumour is close 
to the major lobar orifices, sleeve resection of the other 
bronchus should be performed when a pneumonectomy 
is contra-indicated.—[Author’s summary. ] 


817. Hyperplasia and Metaplasia in the Bronchial Epi- 
thelium: an Interim Report 

G. J. CUNNINGHAM and D. P. WINSTANLEY. Annals of 
the Royal College of Surgeons of England {Ann. roy. Coll. 
Surg. Engl.] 24, 323-330, May, 1959. 4 figs., 13 refs. 


It is held by many workers that one cause of carcinoma 
of the bronchus is the action on the bronchial epithelium 
of noxious substances in the inhaled air. The authors, 
at the Royal College of Surgeons of England, studied the 
relationship between hyperplasia and metaplasia of the 
bronchial epithelium, carcinoma of the bronchus, and 
smoking in pulmonary tissue from patients with proved 
bronchial carcinoma and patients dying from other 
causes but who had been exposed to atmospheric pollu- 
tion and cigarette smoke. ‘The material examined con- 
sisted of 31 specimens of pulmonary tissue obtained at 
necropsy and fixed within 12 hours of death and 69 
specimens from lungs resected for carcinoma of the 
bronchus. In each instance 19 blocks were prepared. 

The histological abnormalities noted included basal- 
cell hyperplasia, squamous metaplasia, transitional 
change, epithelial irregularities, and carcinoma-in-situ. 
No relationship was observed between these abnormali- 
ties and the smoking habits (where known) of the patients, 
nor were the changes found more frequently in the parts 
remote from the bronchial carcinoma. The most com- 
mon site of these changes was, however, the large 
bronchi near the carina, the portion of the bronchial 
tree which has been shown to be the most vulnerable to 
noxious substances in the air. J. B. Wilson 


818. The Malignant Lipoma. (Le lipome malin) 
M. Corton and M. DE Jaco. Rivista di anatomia pato- 
logica e di oncologia (Riv. Anat. pat.] 14, 295-320, June, 
1958 [received April, 1959]. 8 figs., bibliography. 


The authors, writing from the Fondation Curie, Paris, 
describe 33 cases of “malignant lipoma”, a type of 
tumour which they consider to be an entity intermediate 
in clinical malignancy and histological appearance be- 
tween the common benign lipoma and frank liposarcoma. 
This tumour develops slowly and tends to remain well 
encapsulated, but recurs locally after surgical removal 
and then often gives rise to distant metastases. The 
characteristic histological finding is that of areas of 
myxomatous change; the differential diagnosis is fromi 
true myxomata and myxomatous change occurring in 
neurofibromata, tumours of muscle, and mixed salivary 
gland tumours. 


b 
b 
a 
ti 
n 
ul 
if 
aw 
ik 
ia 
ce 
vy 
3] 
n 
iJ 

ve 
ii 
re 
ne 
| of 
co 
th 
ex 
fre 
we 
na 
of 
dis 
Ww 
th 
mi 
ne 
ch 
ab 
tis 
ca: 
16 
th 
mi 
tu 
CO! 
an 
ch: 
sin 
is 
hu 


rata 


PATHOLOGY 261 


Of the 33 tumours studied, 24 were classified as ‘‘ em- 
bryonic lipomata ”’; all but 2 of these patients were aged 
between 25 and 40 years, the sex incidence was equal, 
and the anatomical site very varied. Histologically, the 
tumours showed bands and zones of fairly well differen- 
tiated, fusiform, fibroblastic cells alternating with myxo- 
matous areas and adult adipose tissue. Thin-walled 
vessels were numerous, especially in the less cellular 
parts of the tumour, and haemorrhage was common. 
in some cases the fusiform cells were less well differen- 
tiated and included multinucleate forms. Of the remain- 
‘ng tumours, 3 were designated “* sarcomatous lipomata””’ ; 
ihese were more cellular than the embryonal lipomata 
and included more mitotic figures, but did not display 
‘he irregularities and bizarre mitoses of frank liposar- 
coma, of which there were 6 cases in the series. These 
iast consisted of large, vacuolated, fat cells and irregular 
cells, often spherical in shape and showing vacuolated 
-ytoplasm without a definite cell wall and with frequent 
nitotic figures. H. Caplan 


319. Sex Chromatin in Normal Tissues and Non-terato- 
matous Tumours 

L. M. Myers. Journal of Pathology and Bacteriology 
J. Path. Bact.] 78, 29-42, 1959. 17 figs., 24 refs. 


This paper from the Department of Pathology, Uni- 
versity of Leeds, records a detailed study of sex chroma- 
iin in a number of normal tissues likely to be found in 
relation to teratomata, in several representative embry- 
onic tissues, and in a group of benign and malignant 
non-teratomatous tumours. Examination of 15 pairs 
of normal ovaries showed that most ovarian cellular 
components, including the Leydig-cell-like hilus cells, 
contained well defined sex chromatin in two-thirds of 
the nuclei. The epithelial cells of the Wolffian tubules, 
examined in 10 cases, often showed paranucleolar and 
free chromatin masses whose size and staining reactions 
were similar to those of true sex chromatin and the 
nature of which is obscure. Cells from 12 pairs of nor- 
mal testes showed an average incidence of sex chromatin 
of 2-5°%, but the cells of the ductuli efferentes had similar 
distribution of chromatin masses to that seen in the 
Wolffian tubules. Eight pairs of atrophic testes had 
the usual male morphology with less than 6° sex-chro- 
matin-like masses. In one case all testicular compo- 
nents except Sertoli cells contained typical female sex 
chromatin in an average of 65°% of nuclei. This prob- 
ably represents a defect in sex development. 

Normal and proliferating fibroblasts in the areolar 
tissue of the scalp (25 cases) and granulation tissue (15 
cases) showed a clear-cut sex difference in all cases. In 
162 benign and malignant neoplasms, including epi- 
thelial, fibrous, and cartilaginous growths, non-terato- 
matous tumours of ovary and testis, and embryonic 
tumours of liver and kidney, the nuclear sex in general 
conformed with the sex of the bearer, but in the more 
anaplastic tumours nuclear constituents other than sex 
chromosomes can form discrete chromatin masses of 
similar size and shape and the diagnosis of nuclear sex 
is not possible. A variety of representative tissues from 
human embryos aged 3 to 14 months were also studied. 


It was found that in females sex chromatin was present 
in an average of 55-9% of the nuclei; in males an 
average of 4-6°% of the nuclei contained a sex-chroma- 
tin-like mass. H. Caplan 


820. Sex Chromatin in Teratomas 
L. M. Myers. Journal of Pathology and Bacteriology 
[J. Path. Bact.| 78, 43-55, 1959. 22 figs., 30 refs. 


' In the Pathology Department of the University of 
Leeds all suitable tissues from 105 teratomata (64 from 
females and 41 from males) were examined for the 
presence of sex chromatin. In all the teratomata from 
females (34 benign, 8 malignant and 5 potentially malig- 
nant ovarian, 7 mediastinal, 6 sacral or sacrococcygeal, 
2 retroperitoneal, one pineal, and one, possibly primary 
in the ovary, from the Fallopian tube) typical female sex 
chromatin was identified in well differentiated tissues in 
approximately two-thirds of the nuclei. It was present 
uniformly throughout these tissues, and was similar in 
size and shape to the sex chromatin seen in normal female 
tissues. 

Of 33 testicular teratomata, the nuclear sex was uni- 
formly male in 13, uniformly female in 10, ‘* mosaic” 
(mixed male and female) in 8, and abnormal female in 2. 
Adjacent atrophic testis revealed typical male nuclei in 
all cases. Of 8 teratomata from other sites, one from 
the mediastinum contained female sex chromatin. In 
both male and female teratomata malignant glandular 
epithelium and neuro-epithelium were unsuitable for 
nuclear sexing because of the heavy, coarse chromatin 
network. 

The author does not consider that the theories advanced 
by some workers of self-fertilization of two haploid cells 
or parthenogenetic division of haploid cells can alone 
explain the occurrence of “‘ mosaic” tumours. 


H. Caplan 


821. The Mechanism of Fibrosis in Arteriosclerosis 

M. D. Haust, R. H. More, and H. Z. Movat. Ameri- 
can Journal of Pathology (Amer. J. Path.) 35, 265-274, 
March-April, 1959. 12 figs., 16 refs. 


A histological study of the relation of mural throm- 
bosis to fibrosis of the intima is reported from Queen’s 
University, Kingston, Ontario. 

Recent unorganized or partly unorganized thrombotic 
remnants were present in 62 out of 140 fibrous plaques, 
mainly situated on the aorta. The recent thrombus 
was mainly fibrin with enmeshed blood cells and platelets. 
In the partly organized thrombus the unorganized por- 
tion had a fibrinoid appearance, being intensely acido- 
philic, homogeneous, and refractile. The region under- 
going early organization was composed of elongated ~ 
cells and capillaries surrounded by delicate reticulum 
fibrils and ground substance rich in acid mucopolysac- 
charide (AMP). The organization of the thrombus was 
not of the nature of granulation tissue, in that the cells 
proliferating in the AMP-rich ground substance were 
primitive or more mature smooth muscle cells. 

Organization similar to that seen in these plaques was 
also present in the remaining 78 plaques where no recog- 
nizable remnants of thrombi were detected. The stage 
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of organization varied. The majority of plaques were 
composed mainly of AMP-rich tissue: in others collagen 
was more abundant. The origin of these plaques from 
thrombi was suggested by the recognition of lesions of 
identical composition which contained small remnants 
of unorganized thrombus. 

The authors agree with Rokitansky and various British 
workers that the white plaque of arteriosclerosis is usually 
the consequence of the formation of mural thrombi. 
They did not find in the material examined any fibrosis 
which could have resulted as a reaction to the deposition 
of lipids in the intima. H. Caplan 


822. Role of Lipids of Aortic Elastic Fibres in Athero- 
genesis 

C. W. M. Apams. Lancet [Lancet] 1, 1075-1076, May 
23, 1959. 1 fig., 19 refs. 


Histochemical investigations and chemical analysis 
were carried out at Guy’s Hospital, London, on sections 
cut on the freezing microtome from 21 samples of human 
aorta in various stages of atherosclerosis and from 20 
normal aortas. In early atherosclerotic lesions of less 
than 5 mm. diameter there was a significant increase 
of both phospholipid and cholesterol content, but their 
ratio rémained the same as in the normal aorta. In 
larger plaques, however, much more cholesterol was 
found, but without a corresponding increase in the phos- 
pholipids, so that the phospholipid:cholesterol ratio 
fell by about 50%. Histochemical studies revealed that 
the accumulation of hydrophilic lipid in the small 
plaques resulted from lipoidal degeneration of elastic 
fibres in the outer layers of the hypertrophic intima and 
the inner layers of the media. At this early stage of the 
disease little or no free or esterified cholesterol could be 
demonstrated. 

These preliminary observations suggest that the athero- 
matous stage of atherosclerosis may be due at first to 
lipoidal degeneration of the elastic tissue in the intima 
and media, and that the deposition of cholesterol from 
the blood is a subsequent secondary phenomenon. 

Z. A. Leitner 


823. The Effect of Collagenase on the Fixed and Un- 
fixed Skin Lesions of Morphoea: an Electron-microscope 
Study 

M. K. Keecu. Journal of Pathology and Bacteriology 
[J. Path. Bact.] 77, 351-369, 1959. 39 figs., 43 refs. 


This paper from the University of Leeds describes the 
electron-microscopic findings in normal skin and skin 
from patients with sclerodermatous affections before and 
after treatment with collagenase. Normal skin was 
obtained post mortem from males aged 6, 10, and 63 
years, one of the specimens having been stored in the 
frozen state for 12 months; part of each specimen was 
fixed in 1% formalin before examination. Fresh and 
stored biopsy specimens of normal and abnormal skin 
from 12 cases of morphoea were examined, portions of 
4 of them having first been fixed in formalin, and also 
fresh specimens from a case of acrosclerosis, one of 
widespread morphoea, and one of diffuse scleroderma. 
The duration of the disease ranged from 3 months to 4 


years. For electron microscopy a sample of the speci- 
men was gently ground to form a milky suspension, drops 
of which were dried, shadowed with chromium, and 
examined at magnifications of 11,000 and 110,000. For 
enzyme treatment the dermis was dissected free, cut up, 
and dried, the dried fragments being suspended in 2 ml. 
of phosphate buffer at pH 7-4 with 0-5 mg. of collagenase 
(Clostridium histolyticum) and incubated for 24 hours at 
37° C. in the presence of antibiotics. 

Compared with normal skin the untreated specimens 
of diseased skin all showed an increase in the proportion 
of abnormally thin fibrils and an increase in the amount 
of amorphous material present, as is found in the skin 
of the normal infant. Storage of the tissue did not 
affect the appearances. The effect of collagenase on 
normal and diseased skin was qualitatively similar, 
all specimens after enzyme treatment showing a con- 
siderable reduction in the amounts of collagen and 
amorphous material present and a striking increase in 
large, dense, square-ended fibres. Abnormal skin was 
not digested quite so readily by collagenase as its normal 
counterpart, and formalin-fixed tissue was not digested 
at all. A decrease in the effectiveness of collagenase was 
found as the age of the patient and the duration of the 
cutaneous lesion increased. 

Although the effect of collagenase on normal and 
sclerodermatous skin was shown to be qualitatively 
similar, it is claimed that these findings in vitro do not 
necessarily disprove the theory that an enzyme imbalance 
may be responsible for sclerodermatous affections in 
vivo. G. Loewi 


824. Frozen-section Diagnosis 
P. M. Peters. British Medical Journal [Brit. med. J.] 1, 
1321-1323, May 23, 1959. 10 figs., 16 refs. 


An analysis is presented of the results of rapid histo- 
logical diagnosis by frozen section in 188 consecutive 
cases examined at the Royal Northern Hospital, London, 
between 1953 and 1956. The material included tissue 
specimens from the breast (122), central nervous system 
(17), skin and subcutis (16), thyroid gland (6), lymph nodes 
(5), and 1 to 4 specimens from the parathyroid gland, 
bronchus, stomach, rectum, peritoneum, internal geni- 
talia, urinary bladder, and bones and joints. After the 
diagnosis had been made by frozen section the tissue was 
processed by the paraffin method and the results of the 
two were compared. In 175 cases (93-1°%) the diagnoses 
by frozen and paraffin sections were identical, while in 
an additional 7 cases (3-7°%) there was an unimportant 
difference only between the diagnoses by the two methods. 
In 5 cases (2:7%) the diagnoses were incorrect by frozen 
section; in 3 of these the error was due to faulty samp- 
ling of tissue by the pathologist and in 2 to histological 
misinterpretation (one false positive diagnosis of car- 
cinoma in a case of duct papilloma of breast and one 
false negative diagnosis in a case of thyroid carcinoma). 


The value of the method as a means of rapid diagnosis is . 


confirmed. Attention is also drawn to its usefulness as 
a means of assessing the nature of neoplastic and normal 
tissue and the degree of spread of growths. 

A. Wynn Williams 
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825. The Morphology of Mycobacterium leprae 
H. C. pe Souza-Araujo. Leprosy Review [Leprosy 
Rev.] 30, 80-84, April, 1959. 31 figs., 9 refs. 


Working at the Instituto Oswaldo Cruz, Rio de 
Janeiro, the author employed phase-contrast and electron 
microscopy in a study of the morphology of Mycobac- 
terium leprae in serum from the skin lesions of a patient 
with erythema nodosum leprosum who was being treated 
with sulphones. Material from lepromata of human 
and murine origin was also examined. It was shown 
that the organism is surrounded by a clear halo of 
mucous material—the gloea—which cannot be stained by 
ordinary methods. Inside the cell membrane the 
cytoplasm is liquid and contains metachromatic granules 
in constant movement. The granules are considered 
by the author to be viable and to be capable at need of 
developing into bacilli. R. Hare 


826. Penicillin-resistant Staphylococci: Incidence in 
Outpatients with Hand Infections 

A. J. Bunr and J. C. Scorr. Lancet [Lancet] 1, 1019- 
1021, May 16, 1959. 1 fig., 18 refs. 


In 1952 at the Accident Service, United Oxford Hospi- 
tals, it was observed that none of the strains of Staphylo- 
coccus aureus isolated from 82 cases of hand infection 
acquired outside hospital was resistant to penicillin. In 
an investigation carried out in the same unit in 1957 it 
was found that 81 (30%) of 271 strains of Staph. aureus 
isolated from 267 similar patients were resistant to peni- 
cillin. Of 84 strains isolated from patients under treat- 
ment with penicillin, 31 (37%%) were resistant, whereas of 
the 187 strains from patients not receiving penicillin, 
50 (27%) were resistant. Between 1954 and 1958 a 
total of 56 nurses with infections of the hand were treated 
as out-patients, 58 strains of Staph. aureus being isolated. 
Of the 22 strains from those receiving penicillin, 19 (86°%) 
were resistant to penicillin, and of the 36 strains from 
those not receiving penicillin almost the same proportion, 
32 (89%), were resistant. In the authors’ view this sug- 
gests that “‘ the proportion of resistant strains is related 
to life in hospital rather than to penicillin therapy ”’. 

R. Hare 


827. An. Agar-gel Precipitation Test for the Laboratory 
Diagnosis of Smallpox. Preliminary Communication 

K. R. DUMBELL and M. Nizamuppin. Lancet [Lancet] 
1, 916-917, May 2, 1959. 1 fig., 6 refs. 


The authors describe from the University of Liverpool 
a rapid diagnostic test for smallpox which makes use of 
the Ouchterlony technique of precipitation in agar gel, 
the test being performed on a microscope slide layered 
with 1% agar 1 mm. in depth in which are cut reservoirs 
4 mm. in diarheter to contain antiserum and antigen. 
The precipitating serum was taken from rabbits hyper- 
immunized with rabbit-passed vaccinia virus. The 
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antigens consisted of extracts from selected scabs crushed 
in phosphate-buffered saline to make a 5 to 10% sus- 
pension and rendered non-infective with 0-2°%% formalin. 
Positive reactions, consisting in a line of precipitate in 
the agar between the antiserum and antigen reservoirs, 
could be detected after 2 hours at room temperature. 
Dilution tests showed that positive extracts yielded good 
clear reactions at a dilution of 1:30 and faint reactions 
at 1:60. Serum could be diluted up to 1:10. 

Positive results were given by (1) extracts from stored 
crusts from all of 16 cases of smallpox and from 11 of 14 
cases of alastrim; (2) vesicle fluid (1:30) and extract of 
crusts from a recent case of smallpox; (3) 3 samples of 
vesicle fluid from primary vaccination reactions; and 
(4) a stored sample of dried vesicle fluid from a case of 
alastrim. Antigens from crusts from 3 additional cases 
of alastrim were negative, but these were tested only at 
dilutions of 1:80 or higher. None of a variety of con- 
trol antigens, including fluid from cases of varicella and 
herpes zoster, scabs of herpes simplex, and exudate from 
a burn, gave positive results. No anomalous reactions 
were found. Joyce Wright 


828. Persistence of Antibodies after Vaccination with 
Living Attenuated Poliovirus 

S. A. PLorkin, G. Jervis, T. Norton, J. SToKEs, and H. 
Koprowski. Journal of the American Medical Associa- 
tion [J. Amer. med. Ass.| 170, 8-12, May 2, 1959. 15 refs. 


This report from the Wistar Institute, Philadelphia, 
describes how, approximately 8 years after 7 children 
had been given orally Koprowski’s rodent-adapted TN 
Type-2 poliovirus, all showed Type-2 antibodies ranging 
in titre from 1:16 to 1:256. These levels were about 3 
twofold dilutions below the levels at one to 2 months after 
the original feeding in 1950-1. Persistence of antibody 
was also found in 7 other children 44 years after vaccina- 
tion with the SM N-90 Type-1 chick-embryo-adapted 
strain of poliovirus. In this case the antibody levels 
were, on the average, equal to those obtaining one to 3 
months after receiving the virus, but were 1 twofold dilu- 
tion below the levels found 2} years after vaccination. 

In a third group of subjects consisting of 13 infants 
ranging in age from 5 days to 6 months who received 
14 oral doses of attenuated polioviruses of 4 different 
vaccine strains, namely, TN Type 2, SM Type 1, the 
monkey-kidney-adapted CHAT Type 1, and the similarly 
adapted Fox Type 3, high levels of homologous antibody 
were maintained for one to 2 years in all but one child 
fed the Fox Type-3 strain. This infant proved relatively 
insusceptible to intestinal reinfection by homotypic virus. 
Moderate titres of transplacental serum antibody had 
apparently exerted no inhibitory effect on the active 
response to alimentary multiplication of poliovirus. 
The determination of heterophilic antibody titres indi- 
cated that a natural homotypic infection may have 
occurred in 30% of the subjects. A. Ackroyd 
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829. The Effect of Molar Sodium Lactate in Quinidine 
Intoxication: an Experimental Study 

F. WASSERMAN, L. Bropsky, J. H. KATHE, P. L. RODEN- 
sky, M. M. Dick, and P.S. DENTON. American Journal 
of Cardiology [Amer. J. Cardiol.| 3, 294-299, March, 
1959. 4 figs., 26 refs. 


The therapeutic value of quinidine, which prolongs 
the Q-T interval in the electrocardiogram (ECG), is 
limited by its toxic effects, especially since there is as 
yet no known specific antagonist. Working at the 
University of Miami School of Medicine, Florida, the 
authors, noting that molar sodium lactate can shorten 
the QRS complexes previously lengthened experimentally, 
studied the effect of injection of sodium lactate on quini- 
dine intoxication in dogs. The animals were anaes- 
thetized with sodium pentobarbitone, and quinidine was 
injected in a dosage of 2-5 mg. per kg. body weight per 
minute. After about 30 mg. per kg. had been given 
there were definite changes in the ECG (which are 
described in detail), these including a prolongation of the 
QRS complex by 0-06 to 0-12 second above the control 
value. Within a few minutes of starting an infusion of 
molar sodium lactate at the rate of 3 to 10 ml. per minute 
there was a shortening of the QRS complex, the total 
time taken for the ECG to return almost to normal 
being 4 to 20 minutes. Larger doses of quinidine 
caused irreversible changes in the heart such as A-V 
nodal rhythm. Administration of sodium lactate did 
not prevent the death of these animals, but it did cause a 
transient change towards normal in the ECG. 

- Quinidine did not appear to affect the blood concentra- 
tion of many of the electrolytes; there were, however, 
decreases in the pH and in the plasma bicarbonate level, 
both these values becoming normal on subsequent 
administration of sodium lactate. 

W. H. Horner Andrews 


830. Peripheral Effects of ‘* Vasculit ’’ 
R. S. Durr. British Medical Journal [Brit. med. J.] 1, 
1007-1009, April, 18, 1959. 4 refs. 


The effect of intra-arterial infusion of “ vasculit ” 
(the butyl derivative of para-oxyphenylephrine) on the 
blood flow in the hand was studied at the Royal Hos- 
pital, Sheffield, in 10 convalescent: patients aged 24 to 67, 
none of whom had signs of peripheral ischaemia. The 
blood flow through both hands was measured plethysmo- 
graphically during infusion of normal saline into the 
brachial artery. At regular intervals L-adrenaline, 
L-noradrenaline, vasculit, or a combination of these 
was added to the infusion on one side. The amount of 
vasculit varied, but the most common dose was 100 yg. 
per minute for 6 minutes, the total dose ranging from 0-1 
to 2 mg. (average 0-6 mg.). In all except one of the 
patients vasodilatation was noted on the treated side, 
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the average increase in blood flow being 57% (range 15 
to 132%). Vasodilatation lasted only during the actual 
administration of the drug, while the absence of any 
reaction on the contralateral hand showed that the dilator 
effect was peripheral. Vasculit, when given in conjunc- 
tion with adrenaline, counteracted the vasoconstrictor 
action of the hormone. 
[A similar trial in patients suffering from peripheral 
vascular disease would be of interest.] 
H. F. Reichenfeld — 


831. Induction of Sarcoma in the Rat by Iron—Dextran 
Complex 

H. G. RicuHmonp. British Medical Journal (Brit. med. 
J.) 1, 947-949, April 11, 1959. 18 refs. 

Stating that the concept that iron may have a carcino- 
genic action has hardly hitherto been entertained, the 
author reports that in the course of an experimental 
study carried out at the University of Aberdeen it was 
observed that rats given repeated intramuscular injec- 
tions of an iron—dextran complex (“‘ imferon ”’) developed 
sarcomata at the site of injection. In further studies, 
therefore, 40 adult rats were given weekly injections of 
0-4 ml. of the iron-dextran complex into the right 
upper thigh; of this group, 17 were killed in the early 
months of the study, but 16 of the remaining 23 developed 
sarcoma after 11 to 16 months. No tumours developed 
in control groups of rats given respectively intramuscular 
injections of saccharated oxide of iron, the dextran 
fraction alone, or simple saline. Of 40 weanling rats 
injected twice weekly for 3 months with the iron-dextran 


complex, 22 developed sarcomata 6 to 8 months after | 


treatment was stopped. 

Histological studies showed that it was the histiocytes 
which developed neoplastic properties; the final picture 
varied from that of a spindle-cell sarcoma to a highly 
pleomorphic growth. Metastases were not observed in 
the tumour-bearing animals, but transplantation of the 
sarcoma was successful in 3 out of 4 cases, and one line 
is now in its 27th generation. The author points out 
that the dosage of the iron—dextran complex used in 
these experiments was massive compared with the usual 


therapeutic doses given to patients with iron-deficiency 


anaemia, but concludes that his experiments do serve to 
show that iron can be carcinogenic, and suggests that 
this may have some bearing on the increased incidence of 
hepatoma in haemochromatosis and of pulmonary car- 
cinoma in haematite miners. 

[No cases of sarcoma have so far been reported in 
patients treated with the iron—dextran complex and it is 
unlikely that any will be, since such patients receive a 


relatively much smaller dose than did the rats in this 


study. However, the latent period in man might be 
expected to be measured in years rather than months.) 
T. B. Begg . 
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832. Phenylbutazone and Its Derivatives, with Special 
Reference to G.27202 © 

F. D. Hart and D. Buriey. British Medical Journal 
[Brit. med. J.} 1, 1087-1089, April 25, 1959. 16 refs. 


The relatively high incidence of gastro-intestinal side- 
effects with phenylbutazone has led to a search for a 
better tolerated derivative with similar pain-relieving 
activity. Such a derivative is hydroxyphenylbutazone 
(G. 27202), which is identical with one of the two meta- 
bolites that can be isolated from the urine of patients 
receiving phenylbutazone, from which it differs in having 
a phenolic group in the para position of one benzene 
ring. It is readily absorbed from the gastro-intestinal 
tract, and with repeated daily oral administration the 
plasma level reaches a plateau after 3 days and there- 
after remains constant. In a daily dosage of 800 mg. it 
causes significant retention of sodium and water in the 
body (as does an equivalent dose of phenylbutazone), 
but has no uricosuric effect. Animal experiments sug- 
gest that G.27202 has greater analgesic activity than 
phenylbutazone and less ulcerogenic effect. 

The authors describe a clinical trial of G.27202 which 
was carried out at the Westminster Hospital, London. 
Of the 117 patients (52 male and 65 female) treated, 62 
had rheumatoid arthritis, 25 ankylosing spondylitis, 26 
osteoarthritis, and 4 miscellaneous rheumatic conditions. 
The two drugs were given in equal doses (usually 100 mg. 
2, 3, or 4 times daily with meals). All the patients 
received each drug for one to 3 weeks and were asked to 
state which (if either) was the more effective in relieving 
pain and stiffness. Records were also kept of side-effects 
due to the treatment, and observations were made on 
fluid retention. 

G.27202 was considered the more effective by 15°% 
of the patients and phenylbutazone by 32%; 29° con- 
sidered that the drugs were equally effective and 24°% 
that neither was effective. Of the 89 patients who were 
helped by both drugs, 34 considered them to be equally 
effective, 18 preferred G.27202, and 37 preferred phenyl- 
butazone. Of this last group, 14 patients were given 
G.27202 in increasing doses until an effect equivalent to 
that of phenylbutazone was produced. The effective 
dose ratio of G.27202 to phenylbutazone was 2:1 in 
5 cases, 5:3 in one, and 3:2 in 8. Many of the patients 
who preferred G.27202 were intolerant of phenyl- 
butazone. 

Of the 117 patients in the trial, 25 developed symptoms 
of gastric intolerance with phenylbutazone, which in 20 
cases were so severe as to necessitate discontinuation of 
treatment. The corresponding figures for G.27202 were 
10 and 4 respectively. Evidence of fluid retention was 
found in 3 cases with phenylbutazone and 5 with G.27202. 
One patient developed pyrexia and an urticarial rash 
while taking G.27202 and 2 patients complained of 
giddiness and headache with both drugs. There was 
no evidence of leucopenia in any case. G.27202 was 
administered in doses of 300 to 400 mg. daily to 14 
patients for periods of 3 to 12 months without evidence 
of intolerance. 

The authors emphasize that although these drugs 
relieve the pain of chronic rheumatism, they have no 
significant anti-inflammatory effect on swollen joints. 
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They conclude that, in general, G.27202 has less pain- - 
relieving activity than phenylbutazone, but is decidedly 
less liable to cause gastro-intestinal disturbance; it may 
therefore play a useful part in cases in which phenyl- 


~ butazone is poorly tolerated. Further modification of 


the phenylbutazone molecule may produce less toxic and 
more useful compounds for the treatment of chronic 
rheumatic disorders. P. T. Main 


833. Clinical Pharmacology of Flumethiazide, a Diuretic 
Agent 


A. C. Montero, J. B. ROCHELLE, and R. V. Forp. 
American Heart Journal [Amer. Heart J.) 57, one 
April, 1959. 5 figs., 1 ref. 


A clinical trial of a new oral diuretic agent, flumethi- 
azide, which differs from chlorothiazide only in the 
presence of a trifluoromethyl group instead of a chloride 
group, is reported from Baylor University College of 
Medicine and the Veterans Administration Hospital, 
Houston, Texas. The drug was given to 10 male patients 
with hypertensive cardiovascular disease who, at the 
time of the trial, were free from detectable oedema. A 
dose-response curve was obtained initially for each sub- 
ject by estimation of the urinary excretion of sodium 
with doses of 0-25 to 4-0 g., the most effective dose being 
1to2g. A dose of 1 g. was given to 5 different patients 
and the urinary electrolyte, pH, and ammonia values were 
determined in the succeeding 24 hours. There was a 
significant increase in urinary volume and in excretion 
of sodium, the latter being greater with 2 g. than with 
1 g.; there was a less marked rise in excretion of 
potassium and bicarbonate. The drug was then given 
to 5 patients in a dosage of 1 g. daily for 5 consecutive 
days and the urinary and blood electrolyte changes 
studied. A continuing daily excretion of sodium was 
observed, with a slight tendency to alkalosis; drug 
tolerance did not develop. Flumethiazide was found to 
be 70% as potent and chlorothiazide 80°%% as potent as 
meralluride given parenterally. 

It is concluded that flumethiazide is a valuable oral 
diuretic because tolerance and toxicity do not occur, 
and that it is of potential value in the long-term control of 
oedema and possibly also in hypertension. 

Gerald Sandler 


834. Laboratory and Clinical Observations on Chior- 
azanil, a Nonmercurial Orally Effective Diuretic Agent 
R. V. Forp, J. B. Rocnerie, A. C. Buttock, C. L. 
Spurr, C. HANpDLEy, and J. H. Moyer. American 
Journal of Cardiology [Amer. J. Cardiol.| 3, 148-161, 
Feb., 1959. 11 figs., 13 refs. 


The authors describe extensive experimental and 
clinical studies, undertaken at Baylor University College 
of Medicine, Houston, Texas, of chlorazanil, a non-toxic 
triazine derivative with diuretic activity. In dogs single 
or repeated oral doses or intravenous injections of chlor- 
azanil resulted in a significant increase in water excretion 
and a slightly smaller proportionate increase in sodium 
excretion, but no alteration in potassium excretion. 
Chlorazanil had no adverse effect on the blood pressure, 
and its diuretic action was uninfluenced by concomitant 
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administration of aminophylline. The administration 
of single oral doses of 600 mg. of chlorazanil to 5 patients 
with well controlled congestive heart failure was followed 
by a significant increase in the excretion of sodium, water, 
and chloride and a moderate increase in that of bicar- 
bonate. Potassium excretion was also sometimes in- 
creased, and there was decreased excretion of ammonia, 
phosphate, and titratable acid. 

The diuretic potency of a single oral dose of chlor- 
azanil was then compared in 10 male patients with con- 
trolled heart failure with that of the mercurial diuretic 
meralluride given intramuscularly, using a bio-assay 
technique. Chlorazanil was found to be half as potent 
as meralluride in promoting sodium excretion, but twice 
as potent in promoting water diuresis. The effect of a 
single oral dose of 600 mg. of chlorazanil on sodium 
excretion was greater than that of 250 mg. of acetazol- 
amide, but less than that of 1,200 mg. of aminometradine 
or 2 g. of chlorothiazide. Chlorazanil retained its 
effectiveness on repeated daily administration. Among 
20 hypertensive patients with well controlled cardiac 
failure who were given chlorazanil in a dosage of 150 mg. 
twice daily for 3 weeks a rise in the blood urea nitrogen 
and plasma creatinine levels and depression of endogen- 
ous creatinine clearance and 15-minute phenolsulphon- 
phthalein excretion were not infrequently found, these 
changes indicating a fall in the glomerular filtration 
rate. 

It is suggested that the diuretic effect of chlorazanil 
is mediated either through multiple mechanisms or else 
through a single mechanism which, however, is different 
from any of those affected by carbonic anhydrase in- 
hibitors and organic mercurials. Bernard Isaacs 


835. Water Diuresis with Minimal Electrolyte Dis- 
turbances 


I. HIRSHLEIFER. American Journal of Cardiology (Amer. 
J. Cardiol.] 3, 162-166, Feb., 1959. 5 refs. 


From Kings County Hospital Center, Brooklyn, New 
York, the author reports a trial of a new diuretic agent, 
amanozine (2-amino-4-anilino 1:3:5-triazine hydro- 
chloride), on 19 patients with heart failure (who 
had previously required meralluride and digitalis to 
maintain a compensated state) in a dose of 50 mg. twice 
daily for various periods up to 6 months. In 6 of these 
cases the results were very good and it was possible to 
dispense with the mercurial diuretic; 7 others showed 
improvement, but in the remaining 6 the response was 
poor. The drug appeared to be a relatively weak 
diuretic without serious toxic effects. 

In another group of 20 similar patients amanozine 
was given combined with the carbonic anhydrase inhibitor 
sulfocarbilate”’ (p-sulphamyl-2-hydroxyethyl-carbanil- 
ate) in the form of a tablet containing 50 mg. of the 
former and 500 mg. of the latter drug, 2 of these tablets 
being given twice daily or on alternate days. Of these 
20 patients, 16 showed an excellent response, it being 
possible to discontinue the mercurial injections; 2 others 
improved, but in 2 the drug was ineffective. Toxic 
effects were inconspicuous, and no patient showed signs 
of tolerance, unresponsiveness, or electrolyte disturbance 


even after treatment for up to 6 months. The author 
considers that combinations of triazine derivatives and 
carbonic anhydrase inhibitors are sound pharmacologic- 
ally and are worthy of further trial in diuretic therapy. 
Bernard Isaacs 


836. The Effect of Bemegride (Megimide) and Metrazol 
on Some Neurodepressors 

V. ZapaTA-OrTIz, R. C. DE LA Mata, and A. 
Campos-ITURRIZAGA. Journal of Pharmacology and 
Experimental Therapeutics {J. Pharmacol. exp. Ther. 
125, 347-352, April, 1959. 2 figs., 14 refs. 


The authors report from San Marcos University, 
Lima, Peru, that a study of the effects of subcutaneous 
injections of bemegride (8-methyl-f-ethylglutaramide; 
** megimide”’) in mice and of intravenous injection of 
the drug in rabbits and dogs has confirmed that beme- 
gride is a convulsive agent similar to pentylenetetrazol 
(leptazol; ‘‘ metrazol ’’), and acts as an antagonist to the 
depressant action of pentobarbitone sodium, urethane, 
and ethyl alcohol in laboratory animals. It was also 
shown that injection of subconvulsive doses of bemegride 
produced convulsions in dogs and mice which had 
previously received large doses of morphine. 

Bemegride is not a specific barbiturate antagonist, for 
it can antagonize the action of other neurodepressor 
agents unrelated in chemical structure to the barbiturates. 
The authors conclude that their findings provide no evi- 
dence that bemegride is a better antagonist than leptazol 
in the treatment of acute barbiturate poisoning in animals. 
A careful comparison of the analeptic effects of beme- 
gride and leptazol in man is recommended. 

J. E. Page 


837. Potentiation by Phenobarbitone of Effects of Ethyl 
Alcohol on Human Behavior 

C. R. B. Joyce, P. C. E. EpGecomse, D. A. KENNARD, 
M. WEATHERALL, and D. P. Woops. Journal of Mental 
Science [J. ment. Sci.] 105, 51-60, Jan. [received April], 
1959. 15 refs. 


The combined effects of alcohol and phenobarbitone 
were studied in 8 male students aged 21 to 25 years at 
the London Hospital Medical College. Each subject 
received in four successive tests 60 ml. of alcohol, 130 mg. 
of phenobarbitone, 30 ml. of alcohol with 65 mg. of 
phenobarbitone, and dummy controls. The reaction 
times to visual and auditory stimuli were determined 
before the tests began. The appropriate capsules were 
then given, the liquid being given 40 minutes later. 
The reaction times were again determined 35 minutes 
later and again 120 minutes afterwards. This was fol- 
lowed by a typing test. The only significant difference 
observed was a reduction in the reaction times in sub- 
jects who received both phenobarbitone and alcohol. 
In the typing test, the rate at which test passages were 
typed was slower and fewer errors were made after 
phenobarbitone alone than after the other drugs. After 
alcohol alone the subjects typed faster and made more 
errors, these tendencies increasing when alcohol was 
given in combination with phenobarbitone. 

V. J. Woolley 
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838. Use of 2-alpha-Methyl Androstan-17-beta-ol-3-one 
(2-Methyl Dihydrotestosterone) in the Treatment of Ad- 
vanced Cancer of the Breast 

C. M. BLACKBURN and D. S. Cuitps. Proceedings of 
the Staff Meetings of the Mayo Clinic [Proc. Mayo 
Clin.] 34, 113-126, March 4, 1959. 5 figs., 11 refs. 


The clinical effect of 2-methyl dihydrotestosterone in 
metastatic carcinoma of the breast was studied in 27 
post-menopausal women seen at the Mayo Clinic, a 
group of 21 similar patients receiving testosterone pro- 
pionate for purposes of comparison. Temporary re- 
gression of metastases was observed in 12 of the 27 
given 2-methyl dihydrotestosterone and in 3 of the 21 
given testosterone. The authors consider that 2-methyl 
dihydrotestosterone exerts an inhibitory effect in meta- 
static carcinoma of the breast which is at least equal and 
probably superior to that of testosterone. The andro- 
genic effect of the former drug, however, was less than 
that of testosterone. G. Calcutt 


839. Breast Cancer—a New Approach to Therapy 

G. W. Watson and R. L. Turner. British Medical 
Journal [Brit. med. J.] 1, 1315-1320, May 23, 1959. 
3 figs., 14 refs. 


Remission of a carcinoma of the breast can be obtained 
in some cases by ‘‘ endocrine ablation ” and/or androgen 
therapy. Eventually, however, the tumour ceases to 
respond owing to a change in the growth pattern of the 
neoplasm from one of endocrine (presumably oestro- 
gen) dependence to a truly autonomous type. This, it 
is suggested, may arise from a selective breeding out of 
the oestrogen-dependent cells under endocrine therapy. 
If this is so, it should be possible to prevent the emergence 
of the endocrine-resistant strain of cancer cells by the 
simultaneous administration of an antimitotic drug. 
Also the tumour cells should be more susceptible during 
the process of metastasis than after they have become 
established, so systemic therapy should commence as 
soon as the diagnosis is established. 

In the present trial, carried out at the Royal Infirmary, 
Bradford, and based on the above principles, it was 
decided to use testosterone with oophorectomy as the 
endocrine part of the therapy and triethylene thiophos- 
phoramide (thiotepa) as the alkylating agent. Of the 
34 patients, 11 were given 15 mg. of thiotepa intra- 
muscularly two or three times a week until the leucocyte 
count had fallen below 3,000 per c.mm., the drug being 
then withdrawn and administered again only when the 
count had risen to normal levels. To the 23 others, who 
received testosterone as well, 30 mg. of thiotepa was 
given on alternate days to a total of 180 to 300 mg., 
depending on the blood count and response; then after 
3 to 6 weeks’ rest the course was repeated. In 6 patients 
with pleural or peritoneal effusions 30 mg. of thiotepa 
in 30 ml. of normal saline was instilled into the effusion 


in addition to the intramuscular injections. Testo- 
sterone propionate was given in doses of 200 mg. five 
times a week, beginning one week before the course of 
thiotepa and continuing for 2 weeks after its completion. 
Daily blood counts were carried out, and in this group 
thiotepa was stopped only if the leucocyte count fell 
below 2,000 per c.mm. Simple mastectomy was carried 
out on 11 patients and oophorectomy on those still 
within the menarche. Details of the patients and stage 
and type of the tumours are given. Initially only 
patients with advanced or recurrent disease were included 
in the trial, but subsequently any patient, irrespective of 
stage, was accepted. A complete clinical assay by two 
observers was carried out on all cases before treatment 
started. 

Marked tumour-inhibiting effects were obtained in 
30 patients, these being most satisfactory in those receiv- 
ing thiotepa and testosterone. Regression of tumour 
growth was obtained in 8 out of the 11 cases treated with 
thiotepa alone and in 22 out of 23 receiving thiotepa 
and testosterone; 4 patients showed no response and 
died within 4 weeks of starting therapy, while 4 others 
died after a period during which the progress of the 
disease was arrested. All patients showing tumour 
regression experienced marked general subjective im- 
provement. Of 11 patients with bony metastases, 8 
responded well, 3 of them who were bedridden becoming 
ambulant. In only 2 out of 16 cases was there no 
response in the primary tumour. Except in 2 cases 
skin ulcers, recurrent nodules, and axillary-node meta- 
stases regressed rapidly, while visceral metastases 
responded in 5 out of 9 patients. Histologically, the 
tumours showed degenerative changes, coagulation 
necrosis being followed by dense fibrosis. These changes 
were less marked in previously irradiated tumours, in 
which it was not unusual to find islands of viable cells. 
The most serious complication was the depressive 
action of thiotepa on the bone marrow, and about 
one-third of the patients developed hirsutism. 

The authors conclude that the results described indicate 
that the simultaneous administration of these two drugs 
enhances the individual effect of each. Objective im- 
provement was obtained in 88°% of patients so treated 
compared with 33%% of those treated with testosterone 
alone or with thiotepa alone. While this may be due to 
some synergistic action between the two drugs, it may 
be more probably attributed to the much greater total 
dose of thiotepa that could be given along with testo- 
sterone before bone-marrow depression occurred. The 
evidence from this series suggests the possibility of com- 
pletely eradicating a tumour and its metastases by 
chemotherapy in early cases. The authors for this reason 
intend to abandon radiotherapy for chemotherapy as an 
essential part of the primary treatment of early breast 
cancer, and 7 patients have now been treated on this 
basis. I. G. Williams 
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840. The Pre-eruptive Illness of Measles 

M. W. PARTINGTON and J. F. P. QuInTON. Archives of 
Disease in Childhood {Arch. Dis. Childh.| 34, 1-135, 
April, 1959. 2 figs., 23 refs. 


A study of the pre-eruptive illness of measles was 
made from the case notes of 82 cases selected [criteria 
given] from 120 cases of measles observed at the Norwich 
isolation Hospital and Jenny Lind Hospital, Norwich, 
during the 7 years 1951-8. Two clinical groups were 
recognized: Group I consisted of 57 cases in which the 
morbilliform rash appeared by the end of the first 7 
days, and Group II of 25 cases in which the rash appeared 
on or after the 8th day, of the pre-eruptive illness. 
Group II was further subdivided into: (a) 17 cases in 
which the pre-eruptive illness was long and continuous 
but otherwise characteristic; and (6) 8 cases in which 
the illness was diphasic, with a period of normal health 
separating the first phase (“illness of infection ’’) from 
the second (the “‘prodromal illness”). There was little 
difference between the age and sex distribution or the 
clinical features of the two phases. To explain this 
diphasic type of illness it is suggested that after the 
initial infection, probably by way of the respiratory 
tract, the virus gains access to the blood stream and a 
viraemia ensues which lasts several days. The virus 
then settles in the reticulo-endothelial system for the 
rest of the incubation period. Here it multiplies and 
emerges in a second viraemia, which is responsible for 
the customary clinical features of measles. The authors 
consider that further work is needed to clarify these 
observations, but that it would be reasonable to distin- 
guish this kind of diphasic illness from that seen in acute 
nephritis, rheumatic fever, and disseminated encephalo- 
myelitis, where the continued presence of the infective 
organism is not necessary for the second phase to 
develop. John Fry 


841. Asian Influenza A in Boston, 1957-1958. I. 
Observations in Thirty-two Influenza-associated Fatal 
Cases 

C. M. Martin, C. M. Kunin, L. S. Gorriies, M. W. 
BARNES, CHIEN Liu, and M. FINLAND. A.M.A. Archives 
of Internal Medicine [A.M.A. Arch. intern. Med.] 103, 
515-531, April, 1959. 14 figs., 15 refs. 


The authors describe, from Harvard Medical School, 
the results of clinical and laboratory studies carried out 
in 32 fatalities associated with Asian influenza A which 
occurred in 1957-8 in the Boston (Massachusetts) area. 
The patients, 18 males and 14 females (4 pregnant), 
ranged in age from 11 to 71 years and were grouped as 
follows: influenza without bacterial complication, 15 
cases; post-influenzal staphylococcal pneumonia, 11; 
and post-influenzal non-staphylococcal bacterial pneu- 
monia, 6. The clinical features of a typical fatal course 
are described. Death occurred most commonly about 


Infectious Diseases 


the 4th day after onset of the influenza, 24 to 48 hours 
after the onset of pneumonia, or 12 to 36 hours after 
severe disease was first clinically recognized. The general 
course was virtually identical in patients with fatal post- 
influenzal bacterial pneumonia and in those with un- 
complicated influenza. The authors therefore recom- 
mend that any case presenting with the signs usually 
associated with fatal influenza should be treated promptly 
as bacterial (particularly staphylococcal) pneumonia un- 
less or until that diagnosis is disproved. Their findings 
also support the need for the availability of an “ arti- 
ficial lung” to cover periods of acute respiratory 
insufficiency. 

The most frequent post-mortem findings in all groups 
was intra-alveolar haemorrhage and/or oedema (28 cases), 
and in the patients with uncomplicated influenza inter- 
stitial pneumonitis (13 cases). Hyaline membrane 
formation and tracheitis were also observed. Staphylo- 
coccal pneumonia was characterized in 9 out of 10 cases 
by uniformly severe necrotizing pneumonia and associ- 
ated bronchopneumonia. In all, 15 strains of Asian 
influenza A were isolated from the tissues of 14 cases. 
Three of the dead foetuses showed diffuse petechiae in 
parenchymal organs and scattered thromboses, consistent 
with the effects of anoxia, while in one there was mild 
monocytic infiltration of the pulmonary interstitium. 
The placentae contained foci of intervillous thrombosis 
and haemorrhage. Examination of body fluids from 
21 cases at necropsy showed probably significant levels 
of complement-fixing antibody in 9 cases and of hae- 
magglutination-inhibiting antibody in 4. Specific fluor- 
escence, indicating the presence of viral antigen, was 
demonstrated in both nucleus and cytoplasm in one cell 
type only, namely, the interstitial macrophages. The 
radiological appearances and the histological findings 
in the trachea, lung, and heart are illustrated in radio- 
graphs and photomicrographs. Joyce Wright 


842. Asian Influenza in Boston, 1957-1958. 
Severe Staphylococcal Pneumonia Complicating Influenza 
C. M. Martin, C. M. Kunin, L. S. Gotries, and M, 
FINLAND. A.M.A. Archives of Internal Medicine 
[A.M.A. Arch. intern. Med.] 103, 532-542, April, 1959. 
25 refs. 


The authors report a comparative study of 11 of the 
fatal and 9 non-fatal cases of post-Asian-influenzal 
staphylococcal pneumonia which occurred in the epi- 
demic described in the previous paper [see Abstract 841]. 

The clinical course in fatal cases was often similar 
to that in the non-fatal cases, but the onset of pneumonia 
in the former occurred earlier in the influenzal attack. 


A prompt provisional diagnosis of staphylococcal pneu- ~ 


monia was made in only 4 of the 11 fatal cases, but in 
7 of the 9 non-fatal. Only 10 cases (3 fatal and 7 
non-fatal) received potent antistaphylococcal chemo- 
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therapeutic agents. In one non-fatal case the clinical 
response was dramatic, but in the other 8, although 
staphylococci were markedly reduced in number or 
cleared from the sputum, irregular fever persisted for 
4to 16 days. Treatment with a combination of erythro- 
mycin and chloramphenicol, with or without added 
novobiocin, was most often associated with survival. 

The working bacteriological diagnosis depended largely 
on microscopical examination of Gram-stained films of 
sputum for staphylococci. The use of disk-sensitivity 
tests performed direct on sputum or infected body 
fluids permitted the sensitivity of the staphylococci to 
antibiotics to be read in 25°% of cases at 4 to 6 hours and 
in nearly all at 12 to 18 hours. The accuracy of the 
technique compared well with that of the subsequent 
tests on pure cultures. Of the staphylococcal strains 
obtained from the 20 patients, 19 were highly resistant to 
penicillin, 14 were resistant to streptomycin, 10 to tetra- 
cycline, and 6 to erythromycin. Only 3 were highly 
resistant to chloramphenicol and none to novobiocin, 
bacitracin, or, with few exceptions, to the newer anti- 
staphylococcal antibiotics. Bacteriophage typing of 
staphylococci from 15 patients demonstrated specific 
lysis by phages 42B, or 42B and 81, in 13 instances, and 
in the 2 others by phages 42D, 52A, and 79. 

The authors recommend that during influenza epi- 
demics in areas where major staphylococcal infections 
are common all cases with signs of potentially fatal 
influenza should be treated in the first instance as cases 
of pneumonia due to prevalent types of resistant 
staphylococci. Joyce Wright 


843. The Clinical Syndrome Variously Called Benign 
Myalgic Encephalomyelitis, Iceland Disease and Epidemic 
Neuromyasthenia. [Review Article] 

E. D. ACHESON. Ameritan Journal of Medicine [Amer. 
J. Med.) 26, 569-595, April, 1959. 3 figs., bibliography. 


844. Prednisone Alone and in Association with Chlor- 
amphenicol in the Treatment of Typhoid Fever. (Pred- 
nisone seule et association chloramphénicol- prednisone 
dans la thérapeutique de la fiévre typhoide) 

C.-F. Cotucci. Presse médicale [Presse méd.] 67, 725- 
727, April 11, 1959. 32 refs. 


At the Infectious Disease Clinic of the University of 
Naples 100 patients with mild typhoid fever, which 
in all cases had been verified bacteriologically and 
serologically, were divided into three groups. The first 
(36 patients) received either prednisone by mouth or 
prednisolone by intramuscular injection in doses totalling 
550 to 870 mg. over a period of 28 days. The second 
(34 patients) were given prednisone or prednisolone for 
12 days (total dose 215 to 310 mg.) and chloramphenicol, 
1 to 15 g. daily, for 14 days. The third group (30 
patients) received chloramphenicol alone in the same 
dosage for 18 days. About 25% of the patients in the 
first group experienced a fall of temperature by crisis 
within 24 hours of starting treatment, followed by rapid 


subsidence of all the symptoms and recovery without . 


any complication or relapse. In 23-3°% of cases one or 
more relapses occurred after initial improvement, the 


relapses yielding to increased hormone dosage or to 
antibiotic therapy. In 45% of cases the improvement 
was delayed for a few days and recovery was less rapid. 
In the remaining 6-6°% the treatment was 

The average duration of fever in this group was 9-2 
days. In the second group the fever lasted an average 
of 3-5 days only and the symptoms disappeared in ail 
cases in 3 to 8 days. There were no failures of treatment, 
and relapses occurred in only 3-4°%%. In most cases in 
the third group the temperature fell by lysis after 5 to 
7 days (average 6°5 days) followed by a rapid improve- 
ment of all the symptoms, but in a few cases the fever 
was prolonged for 8 to 12 days. A single relapse 
occurred in 6°6°% and there was no case of complica- 
tion or failure of treatment. 

The hormones were well tolerated, even in large doses, 
and such complications as intestinal perforation and 
internal haemorrhage were never observed. In previous 
controlled studies no evidence was found that the 
development of immunity was impaired by steroid 
therapy. However, from the bacteriological point of 
view treatment with prednisone alone was found to 
be unsatisfactory as typhoid bacilli persisted both in 
the blood and in the faeces much longer than after the 
administration of chloramphenicol. In the author’s 
opinion the results of combined treatment with steroids 
and chloramphenicol are far superior to those obtained 
with either alone. Franz Heimann 


845. Treatment of Tetanus with Chlorpromazine and 
Barbiturates 

E. B. Apams, R. WRIGHT, E. BERMAN, and D. R. Lau- 
RENCE. Lancet [Lancet] 1, 755-757, April 11, 1959. 
5 refs. 


At King Edward VIII Hospital, Durban, Natal, 
chlorpromazine and barbiturates were employed in the 
treatment of 96 cases of tetanus, in most of which severe 
reflex spasms were present. 

Of 40 infants in the series with tetanus neonatorum 
due to umbilical infection, 20 received intramuscular 
injections of chlorpromazine in doses of 25 mg. ad- 
ministered not more frequently than 4-hourly, but con- 
trol of the spasms was often inadequate, even when the 
daily dose was the full 150 mg. The other 20 infants 
were given 60 mg. of phenobarbitone sodium, injected 
intramuscularly, up to a maximum of 5 doses during the 
first 24 hours; after sedation had been achieved a 
stomach-tube was passed and 120 mg. of chloral hydrate 
administered through the tube every 4 hours. In 4 
cases spasms were poorly controlled with this treatment. 
Despite these treatments 19 of the infants given chlor- 
promazine and 18 of those treated with barbiturate and 
chloral died. 

Among 29 older patients of an average age of 13 years 
there were 14 survivals after the intramuscular adminis- 
tration of chlorpromazine in a dosage of 100 to 200 mg. 
every 4 hours up to a total of 1,000 mg. in any 24 hours. 
With this dosage no difficulty was encountered in con- 
trolling the spasms. Of 27 patients (average age 21 
years) given chlorpromazine-barbiturate therapy, only 
9 died. On admission to hospital these patients were 
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given intramuscular injections of 50 mg. of chlorproma- 
zine and 200 mg. of phenobarbitone; thereafter the 
chlorpromazine injections were repeated 4-hourly and 
sedation with phenobarbitone sodium was achieved with 
the appropriate dosage. 

So far as the outcome of the various forms of treat- 
ment was concerned the results showed no statistically 
significant differences. However, chlorpromazine-bar- 
biturate therapy appeared to yield promising results in 
the management of a further 44 cases of tetanus neona- 
torum. On the other hand tracheotomy combined with 
acetylpromazine therapy failed to save the lives of 13 
infants. The authors doubt whether the control of spasms 
alone can save the majority of infants suffering from 
tetanus, for they believe that the most important factor 
which determines the high mortality is ‘* tetanus intoxica- 
tion of the medullary centres ”’. A. Garland 


846. The Treatment of Leptospiroses with Antibiotics. 
(Antibioticatherapie der Leptospirosen) 

O. GsELL. Schweizerische medizinische Wochenschrift 
[Schweiz. med. Wschr.] 89, 422-425, April 18, 1959. 


The author describes the results of the treatment at 
the University Medical Clinic, Basle, of 122 cases of 
non-malignant leptospirosis with penicillin or a broad- 
spectrum antibiotic and shows that these are correlated 
with the time elapsing between infection and start of 
therapy. The criteria used for judging the effect were 
(1) the prevention of a second febrile phase; (2) the pre- 
vention of meningitis serosa, with its accompanying 
elevation of the cell content of the cerebrospinal fluid 
during the second week and specific agglutination titre 
above 1:200 in the 2nd or 3rd week; and (3) the total 
duration of the fever. A group of 100 untreated cases 
served as a control, and in these a second febrile attack 
and serous meningitis regularly occurred. 

A successful result was obtained in all 23 cases treated 
with broad-spectrum antibiotics on the 1st or 2nd day of 
illness. Of the 38 in which such treatment was not 
begun until the 3rd or 4th day, it was successful in 65%, 
prevented a further rise in the agglutination titre in 39%, 
but in 4% was unsuccessful in preventing the develop- 
ment of meningitis serosa. In all cases treated up to the 
4th day the total duration of the fever was considerably 
shortened, but no effect whatever was observed when 
treatment was not begun until the Sth day. Penicillin 
alone in the [moderate] dosage of 600,000 units daily 
was much less effective than the broad-spectrum anti- 
biotics, for of the cases treated on the Ist and 2nd days 
only 25°% were cured, and of those treated on the 3rd 
and 4th days only 22% were cured. 

As a result of his observations the author recommends 
that treatment should begin as early as possible with 
daily oral doses of 1 to 2 g. of a broad-spectrum anti- 
biotic, as this reduces the duration and severity of symp- 
toms and probably prevents later complications. If 
penicillin is used it should be given in high dosage (more 
than 2 mega units a day). No marked differences in the 
effect of the various broad-spectrum antibiotics were 
observed, except that chloramphenicol seemed to be less 
effective than the others. Edward Hindle 


847. Epidemiologic and Clinical Observations in Sar- 
coidosis 

M. M. Cummincs, E. DuNNER, and J. H. WILLIAMs. 
Annals of Internal Medicine [Ann. intern. Med. 50, 
879-890, April, 1959. 3 figs., 11 refs. 


Between 1949 and 1956 sarcoidosis was diagnosed in 
1,700 patients seen in Veterans Administration Hospitals 
in the United States. The epidemiology of this disease 
was studied in the records of 1,194 cases diagnosed be- 
tween 1949 and 1954 and the clinical features in 256 
cases selected at random. The geographical distribution 
revealed an endemic region in the eastern United States, 
which correlated with forested areas. The distribution 
of the birth places of the patients was predominantly 
rural, and was Particularly related to pine forests. 
Lumbering was the principle occupation and forest 
products the principle industry in the communities with 
the highest incidence of sarcoidosis. The disease 
occurred twelve times more often in negroes than in 
white subjects. A follow-up study of 540 patients 
showed that 84 (15°) died within 5 years of admission 
to hospital, mainly from cor pulmonale. The disease 
conditions most commonly confused with sarcoidosis 
were tuberculosis, carcinoma, and Hodgkin’s disease. 
Common sites of involvement among patients with 
histological evidence of sarcoidosis were lung (97%), 
lymph nodes (72%), liver (26%), spleen (10%), skin 
(12%), and eyes (6%). D. Geraint James 


848. Clinical and Pathological Studies of Joint Involve- 
ment in Sarcoidosis 

L. Soxo.orr and J. J. Bunim. New England Journal of 
Medicine [New Engl. J. Med.| 260, 841-847, April 23, 
1959. 4 figs., 27 refs. 


Five cases (all in negroes) of generalized sarcoidosis in 
which polyarthritis was a conspicuous feature are 
reported from the National Institutes of Health, Bethesda, 
Maryland. Synovial-tissue biopsy revealed sarcoid tissue 
in 4 cases and non-specific synovitis in the other. Radio- 
graphic examination of the affected joints failed to reveal 
bone involvement, although one patient with clinical 
evidence of involvement of the elbow was shown to have 
a digital bone cyst. From this fact the authors infer that 
joint involvement is an intrinsic manifestation of the 
dissemination of the sarcoidosis and is not secondary to 
bone involvement. The differential diagnosis of poly- 
arthritis due to sarcoidosis from that due to rheumatoid 
arthritis or rheumatic fever should be based on the finding 
of clinical, radiological, or histological evidence of sar- 
coidosis elsewhere, a positive Kveim reaction, and nega- 
tive results of serological tests for rheumatoid factor. 
Cartilage erosion and subchondral bone destruction at 
the proximal interphalangeal, metacarpo-phalangeal, and 
metatarso-phalangeal joints are typical of rheumatoid 
arthritis, but rare in sarcoidosis. D. Geraint James 


849. Infectious Diseases: Annual Review of Significant 
Publications 

H. A. REIMANN. A.M.A. Archives of Internal Medicine 
[A.M.A. Arch. intern. Med.| 104, 108-151, July, 1959. 
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350. The Influence of Corticosteroid Hormones on 


Tuberculous Inflammation. (Influence des hormones 


corticostéroides sur l’inflammation tuberculeuse) 
O. A. OuvAROVA. Revue de la tuberculose [Rev. Tuberc. 
(Paris)| 22, 1127-1141, Dec., 1958 [received April, 1959]. 


The author reports from the Tuberculosis Institute, 
Moscow, a study of the effect of corticosteroids on the 
course of tuberculosis produced experimentally in 300 
guinea-pigs and 60 rabbits. Cortisone (5 mg.), ACTH 
(5 units), or deoxycorticosterone acetate (5 mg.) was given 
daily for a period of 15 days. 

In no case was an exacerbation of the disease noted, 
but histologically the action of the hormones was seen 
to differ. Thus in animals treated with ACTH the 
connective-tissue reaction was greatest. At the inocula- 
tion site there was no ulceration, but polymorphonuclear 
leucocytic and lymphocytic infiltration was marked, 
some fibroblasts appearing in the adjacent lymph nodes, 
while the caseous matter was surrounded by granulation 
tissue composed of macrophages, epithelial cells, poly- 
morphs, and giant cells. Cortisone produced a less well 
marked connective-tissue reaction; here the granulation 
tissue was composed especially of large epithelioid cells 
with swollen protoplasm. The effect of deoxycorti- 
costerone was to augment the inflammatory reaction; 
there was ulceration at the injection site or areas of 
necrosis adjacent to it and caseation was marked. 


G. M. Little 


851. Primary Tuberculous Infection in Young Adults. 
sapadKeHHA 


E. B. Meve. J] Tydepxyazesa [Probl. Tuberk.] 
37, 6-11, No. 2, 1959. 


In view of the fact that primary tuberculous infection 
now tends to occur in subjects in older age groups rather 
than in children as formerly the author has studied 
the process of infection among 207 previously non- 
infected and unvaccinated young adults in a labour 
“ collective’ over a period of 2 to 3 years. These 
subjects were of different environmental origin, 127 of 
them (Group 1) coming from Transcaucasian and mid- 
Asiatic rural districts and 80 (Group 2) from towns and 
villages of central R.S.F.S.R. and the Ukraine. Both 
groups worked and lived under identical conditions in 
the camp and had minimal outside contacts. 

Of the 127 in Group 1, 18 (14°) became infected in the 
first 6 months and 68 (53-5°%) within the first year, 25 
(19-69%) becoming ill; while of the 80 in Group 2, 22 
(27-5%) became infected over the 3 years of study, 11 
in the first 6 months, only 4 (5°%%) becoming ill. Thus in 
Group 2 the infectivity rate was only half and the morbid- 
ity rate only one-quarter of those in Group 1. The 
author concludes that infection takes place when contact 
with the disease is first made, and attributes this to the 
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lowering of resistance by the sudden change in diet, 
mode of living, and climatic conditions. Subjects in 
Group 1 came from areas where non-infected individuals 
outnumbered those infected in childhood by between 
8 and 10 to 1, while the parents in many cases had never 
been infected. A weak inherited immunity is assumed. 
The environmental change was not so great in the case 
of those in Group 2° and their inherited immunity also 
appeared to be greater. Where contact is close, infec- 
tion may spread from a patient excreting only very few 
tubercle bacilli and detectable only by examination of 
bronchoscopic smears. Margot G. Dunlop 


852. B.C.G. Vaccination by Multiple Puncture 


A. H. GrirritH. Lancet [Lancet] 1, 1170-1172, June 6, 
1959. 4 refs. 


At two centres in Wales, one in Cardiff and one in 
Pembrokeshire, the allergenic effects of B.C.G. vaccina- 
tion by the multiple-puncture technique were compared 
with those of B.C.G. vaccination by intradermal inocula- 
tion, the subjects being 13-year-old school children. At 
the Pembrokeshire centre the tuberculin conversion rate 
was 100% after 8 to 12 weeks with intradermal inocula- 
tion of freeze-dried and liquid fresh vaccines, compared 
with an 83% conversion rate when a freeze-dried B.C.G. 
suspension (concentration 50 mg. per ml.) was applied 
by the multiple-puncture technique (20 needles penetrat- 
ing 3mm.). At the Cardiff centre a freeze-dried B.C.G. 
suspension (20 mg. per ml.) was given by multiple punc- 
ture (20 needles penetrating 2 mm.), and the conversion 
rate was 93% at the end of 8 to 12 weeks, 94% at 1 
year, and 85%% after 2 years. There was thus a signifi- 
cant difference between the results obtained at the two 
centres with the multiple-puncture method, and it is 
suggested that until the cause of the difference has been 
determined this technique of B.C.G. vaccination cannot 
be regarded as sufficiently reliable for general use. 


I. Ansell 


RESPIRATORY TUBERCULOSIS 


853. Pulmonary Function Changes in Bilateral Resection 
for Pulmonary Tuberculosis 

R. C. Youna, F. J. Misener, J. J. QUINLAN, and J. E. 
Hittz. American Review of Tuberculosis and Pul- 
monary Diseases [Amer. Rev. Tuberc.] 79, 468-473; 
April, 1959. 7 refs. 


The changes in pulmonary function following bilateral 
resection of the lung for tuberculosis were studied in 29 
patients at the Nova Scotia Sanatorium, Kentville. 
The extent of the operation varied considerably from a 
bilateral single-wedge resection (10 cases) to lobectomy 
with a two-segment resection on the other side (2 cases). 
There was a better correlation between the maximum 
breathing capacity and the amount of lung resected than 
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between vital capacity and the extent of the resection. 
Tests of vital capacity showed an exaggerated reduction 
in respiratory function, out of proportion to the amount 
of lung tissue removed. The authors suggest that the 
probable cause of the reduction in vital capacity was a 
restrictive thoracotomy effect. P. Mestitz 


854. A Practical Routine for the Presurgical Evaluation 
of Lung Function in Pulmonary Tuberculosis 

J. W. Morton andI. KHAN. American Review of Tuber- 
culosis and Pulmonary Diseases [Amer. Rev. Tuberc.] 79, 
474-483, April, 1959. 18 refs. 


There appear to be few or only vague references in the 
literature to an efficient method of evaluating lung func- 
tion preoperatively in determining whether surgery 
should be performed in cases of pulmonary tuberculosis. 
At the Willow Chest Centre, Vancouver, tests of vital 
capacity and maximum breathing capacity were carried 
out on all patients (417) with pulmonary tuberculosis 
seen over the 2 years 1955-6 in whom chest surgery was 
proposed. Blood gas analyses and bronchospirometry 
were also carried out in some of the cases, and in about 
one-quarter of the total the investigations were repeated 
after operation. In patients in whom the maximum 
breathing capacity was more than 80% of the predicted 
value no further lung function tests were performed, 
since postoperative results showed that resection did 
not appear to lead to respiratory difficulties. Patients 
in whom the maximum breathing capacity was less than 
40°%% of the predicted value tended to do badly after 
resection. In patients whose maximum breathing 
capacity was intermediate between 80 and 40°% (these 
forming 14% of the total) blood gas analysis and 
bronchospirometry sometimes gave information of value 
to the surgeon and the anaesthetist. It is pointed out 
that presurgical evaluation should also take into account 
the possibility of postoperative complications, which 
are most frequent in those who can least afford to lose 
more function. P. Mestitz 


855. Pulmonary Resection for Drug-resistant Cavitary 
Tuberculosis Utilizing Ancillary Drugs 

W. R. Wess. American Review of Tuberculosis and 
Pulmonary Diseases [Amer. Rev. Tuberc.| 79, 780-789, 
June, 1959. 5 figs., 12 refs. 


In this paper from Mississippi State Sanatorium the 
author reports the results obtained when viomycin and 
pyrazinamide were administered to patients subjected 
to pulmonary resection for drug-resistant cavitary 
tuberculosis. 

A total of 68 resections were performed on 62 patients 
whose sputum contained tubercle bacilli resistant to 
streptomycin, isoniazid, and PAS. In all cases adminis- 
tration of viomycin and pyrazinamide started 2 weeks 
before operation and continued for about 3 months 
afterwards. There were 5 deaths in the series, but none 
was related to tuberculous disease. In 4 cases viomycin 
had to be discontinued because of toxic effects. Al- 
though the operative mortality was high, the end-results 
are considered to be satisfactory, 51 of the patients being 
alive and well 4 to 56 months after operation. 


The author concludes that viomycin with pyrazinamide 
is a valuable chemotherapeutic cover in patients subjected 
to resection for drug-resistant tuberculosis. 

A. M. Macarthur 


856. ‘* Air Plombage ’’ with Resection for Pulmonary 
Tuberculosis: a Technique for Decreasing Complications 
J. W. Pate, F. A. HuGues, R. E. CAMPBELL, and J. M. 
ReIssER. Journal of Thoracic Surgery (J. thorac. Surg.| 
37, 435-441, April, 1959. 2 figs., 1 ref. 


In order to reduce the incidence of the persisting air 
leaks associated with upper-lobe segment or wedge re- 
sections in pulmonary tuberculosis, the authors recom- 
mend a modified thoracolysis by “air plombage”’, 
which has been performed in 61 cases at the Veterans 
Administration Medical Teaching Group Hospital, 
Memphis, Tennessee. At the conclusion of resection 
when it is appreciated that the residual lung will not fill 
the hemithorax a requisite length of the upper ribs 
(I to IV) is stripped subperiosteally so that a flap of 
pleura, periosteum, and intercostal muscle falls inward 
to contact the raw lung surface. After operation this 
apical air space slowly fills with blood and fibrin. As 
the lung heals and expands it will decrease in size until 
there is very little evidence radiologically of the original 
apical plombage. C. A. Jackson 


857. Preliminary Study of the Activity of the Thioamide 
of alpha-Ethylisonicotinic Acid (1314 Th) in Pulmonary 
Tuberculosis in Man. (Etude préliminaire de l’activité 
du thioamide de l’acide alpha-éthyl-isonicotinique (1314 
Th) dans la tuberculose oreereret commune de 
l'homme) 

G. Brouet, J. Marcue, N. Rist, G. Le Meur, and J. 
CHEVALLIER. Revue de tuberculose et de pneumologie 
[Rev. Tuberc. (Paris)] 23, 36-66, Jan. [received May], 
1959. 1 fig. 


The authors report the results of a clinical trial of 
a-ethyl-isonicotinic acid thioamide (1314 Th) in 102 cases 
of pulmonary tuberculosis, of which 78 were treated for 
3 months or more. _ The oral dosage of the drug was 
750 to 1,000 mg. daily. In 12% of the patients there 
was serious gastric intolerance, with resulting loss of 
weight, but no evidence of damage to the liver, kidney, 
or haematopoietic tissues. However, when combined 
with isoniazid or cycloserine the neurotoxic effects of 
1314 Th were enhanced, especially in alcoholic subjects. 
There was definite beneficial effect on the clinical signs, 
radiological appearances, and bacteriological findings 
in the cases treated. Of 83 strains of tubercle bacillus 
isolated, 81 were sensitive to the drug in a concentration 
of 1-2 to 2:5 4g. per ml. and there was no cross-resistance 
with isoniazid. However, when 1314 Th was given alone 
resistant strains emerged which were still sensitive to 
other drugs, but appropriate change of treatment often 
produced favourable results. The authors consider that 
this drug should be used in combination with isoniazid 


and streptomycin to give the best results. They con-- 


clude that 1314 Th has a place in the treatment of chronic 
cases of pulmonary tuberculosis which have become 
resistant to isoniazid and streptomycin, preferably in 
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combination with cycloserine and viomycin; in such 
cases considerable improvement and sputum conversion 
has been observed. I. Ansell 


858. Comparison of the Results Obtained with Different 
Dosages of Isoniazid in 204 Cases of Pulmonary Tuber- 
culosis in Adults. (Résultats comparés de lisoniazide 
utilisé a doses différentes. Etude sur 204 tuberculeux 
pulmonaires adultes) 

E. BERNARD, A. P. JARNIOU, L. IsRAEL, C. FABRE, and 
M. ENJALBERT. Revue de tuberculose et de pneumologie 


[Rev. Tuberc. (Paris)] 23, 22-35, Jan. [received May], 
1959. 25 refs. 


In this comparative study, carried out partly at the 
H6pital Laénnec and partly at the Hépital Percy, Paris, 
the results in 114 patients (Group 1) with pulmonary 
tuberculosis who were treated with isoniazid in a dosage 
of 15 mg. per kg. body weight by mouth daily were 
compared with those in a control group of 90 patients 
‘Group 2) who received only 5 mg. of isoniazid per kg. 
daily. Both groups were also given PAS, 15 g. intra- 
venously daily, and Group 1 also received pyridoxine in 
a dosage of 200 mg. intramuscularly three times a week. 
After 3 months’ treatment there was significant radio- 
‘ogical improvement in 58 (50-8°%) of the patients in 
Group 1 compared with 35 (38-8°%) of the 90 patients 
in Group 2. Cases with extensive lesions or cavitation 
vesponded better to the higher dosage of isoniazid than 
did those with less extensive lesions, nodules, or infiltra- 
tion. The sputum also became negative in a higher 
proportion of patients in Group 1 after 3 months. There 
was only one case of neurotoxicity (mental excitement) 
among those given the higher dosage of isoniazid and 
this sign disappeared quickly when the drug was dis- 
continued. It is suggested that these findings confirm 
that high doses of isoniazid, given with due precaution, 
give better results. I. Ansell 


859. The Use of Steroids in Tuberculous Patients with 
Untoward Reactions to Anti-microbial Therapy 

R. GrossMAN. Diseases of the Chest [Dis. Chest] 35, 
615-624, June, 1959. 5 figs., 6 refs. 


At the B.S. Pollak Hospital for Chest Diseases, Jersey 
City, steroid therapy was tried in 5 patients exhibiting 
moderate to severe reactions to antituberculous drugs. 
Initially all chemotherapy was discontinued; then for 3 
days ACTH (corticotrophin) gel was given intramuscu- 
larly in a daily dosage of 80 to 120 units with, if necessary, 
10 to 15 units of prednisolone three times a day. Anti- 
histamine drugs were given and steroid ointment was 
applied locally when indicated. Antimicrobial drugs 
were then introduced singly and given in progressively 
increasing doses. When the patient could tolerate 2 
or 3 antituberculous drugs the dosage of the steroids was 
reduced, generally over a period of 3 to 5 weeks. 

The author describes 4 cases of far advanced and one 
of moderately advanced pulmonary tuberculosis treated 
in this way. In 2 cases sputum culture, which was posi- 
tive initially, became negative, while in the remaining 
3 cases sputum culture was negative throughout. There 
was satisfactory improvement in the radiological appear- 
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ances in all 5 cases. This response to steroid therapy 
was maintained for 21 to 26 months. Slight water 
retention in 2 patients, which was the only complication, 
was easily controlled by administration of a low-sodium 
diet and additional potassium. B. Golberg 


860. The Results of Antibiotic Treatment in Acute 
Tuberculous Bronchopneumonia. (Les résultats du traite- 
ment antibiotique dans la broncho-pneumonie tuber- 
culeuse aigué) 

J. VmaL and G. CampBon. Presse médicale [Presse 
méd.] 67, 623-624, March 28, 1959. 2 refs. 


In this study reported from the University of 
Montpellier the authors collected 22 cases of acute 
tuberculous bronchopneumonia and followed them up 
for at least one year; the treatment had consisted of 
15 g. of PAS and 250 mg. of isoniazid daily together 
with 1 g. of streptomycin three times a week. Of the 
22 patients, 14 (629%) were over 40 years of age and 9 
(40%) were alcoholics; many of the patients had a 
very poor social background. 

Radiologically, the lesions regressed in 2 to 6 months 
and the authors state that regression can be complete 
relatively quickly in those who have suffered a bronchial 
spread from a pre-existing cavity. In their experience 
it is the latter type of case which gives the best results, 
although the “responsible” cavity may persist. In 
most of the 17 cases of “‘ primary ” bronchopneumonia 
there were residual radiological shadows, seen as fibrous 
nodules or inspissated cavities, and secondary lesions 
due to the healing process, with post-tuberculous cystic 
areas and bronchiectasis. In this series 16 (77%) of 
the patients were considered cured and there were only 
2 deaths. The authors discount the value of additional 
steroid therapy in this type of case. Paul B. Woolley 


861. The Long-term Prognosis of Cicatricial Tuber- 
culous Stenosis of the Main Bronchi. (Le pronostic 
éloigné des sténoses tuberculeuses cicatricielles des 
bronches principales) 

J. M. Lemoine. Revue de la tuberculose [Rev. Tuberc. 
(Paris)] 22, 1086-1094, Dec., 1958 [received April, 1959]. 
2 figs., 17 refs. 


In this paper from the Hépital Cochin, Paris, are pre- 
sented the follow-up results in 87 cases of tuberculous 
stenosis of the main bronchi, of which the earliest were 
observed in 1937. By 1947 17 of these patients had 
died and 3 had had to undergo operation. Of the 66 
out of 67 (one not traced) alive in 1947, the condition in 
22 had deteriorated, 15 having died and 7 requiring an 
operation, while a review of the 44 survivors made in 
1952 showed that 5 had died and 2 had required surgical 
intervention. At the most recent assessment of the 37 
remaining patients the state of health was judged to be 
“excellent” in 9, “‘ good” in 20, “‘ doubtful” in 7, 
and “bad” in one. Thus of the 86 patients, only 29 
showed good long-term results. The author suggests 
that in these cases the prognosis depends largely on the 
accompanying parenchymal lesions and their response 
to chemotherapy, and concludes that the only curative 
treatment for this condition is surgical. G. M. Little 
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Venereal 


862. Elimination of Congenital Syphilis 

S. M. Lamp. British Journal of Venereal Diseases 
[Brit. J. vener. Dis.] 35, 15-19, March, 1959. 3 figs., 
2 refs. 


Despite extensive testing in antenatal clinics, no reduc- 
tion in the incidence of congenital syphilis in England 
and Wales was noted until 1952. In a previous paper 
(Brit. med. J., 1956, 1, 768; Abstr. Wid Med., 1956, 20, 
185) the author gave several possible reasons for this. 
He now describes a statistical study undertaken at the 
Manchester Royal Infirmary in an attempt to find a 
relationship between the incidence of early syphilis in 
the child-bearing population and congenital syphilis. 
The highest incidences of early acquired syphilis in 
women in England and Wales occurred at the ends of 
the two world wars and during the depression—in 1931, 
2,683 cases; 1939, 1,412 cases; 1946, 6,970 cases; 
(1956, 257 cases). Similar peaks were noted in cases 
of congenital syphilis grouped according to year of 
birth—1931, 339 cases; 1940, 191 cases; 1948, 372 
cases; (1956, 36cases). Figures for the Manchester area 
are also given. The peaks in the incidence of congenital 
syphilis are lower probably partly because infants dying 
of congenital syphilis or treated in children’s hospitals 
are not included. In the same way maternal figures 
also do not give a true picture, since in the period 
immediately after the First World War health services 
were not wellestablished and only frank cases of syphilis 
were detected. 

The curves given illustrate impressively the close 
relationship between the incidence of early acquired 
syphilis in females and that of congenital syphilis, with 
the latter lagging behind by about 2 years. It is further 
evident that, although antenatal serological testing and 
treatment have reduced the absolute numbers, this rela- 
tionship has remained unaltered during the past 40 
years. Such facts give support to the thesis that con- 
genital syphilis will occur so long as early acquired 
syphilis is endemic in the population, and that not until 
a new generation reaches parenthood free of acquired 
infection will congenital syphilis be eliminated. Appar- 
ently syphilis has ceased to be endemic in the past few 
years in England and Wales, sporadic cases only occur- 
ring in the large cities and seaports, and the incidence of 
congenital syphilis has fallen correspondingly. 

Allene Scott 


863. Treponemal Immobilization Test in Expectant 
Mothers: Results in 142 Reactors to Standard Serological 
Tests 

J. Enc. British Journal of Venereal Diseases (Brit. J. 
vener. Dis.] 35, 10-14, March, 1959. 10 refs. 


During the period April, 1957, to February, 1958, 
serum samples from 27,445 expectant mothers in south 
and east Norway were examined at the State Institute of 


Diseases 


Public Health, Oslo. Specimens of each serum were 
subjected to the Meinicke II clarification reaction 
(M.K.R.), the Bordet—-Wassermann complement-fixation 
test (W.R.), and the Wadsworth-Brown flocculation 
(W.-Br.) test, with titration studies in the first two tests. 
If indicated a treponemal immobilization (T.P.1.) test 
was carried out a day or two later, the sera meanwhile 
being stored in unstoppered tubes. 

Of all the women examined, 168 (0-61°%) gave a positive 
reaction with one or more of the standard tests, and a 
T.P.I. test was carried out on 149 of these, with conclusive 
results in all but 7. Of 102 women who gave a positive 
reaction with the M.K.R. or W.R. or both, 83 (81-4°%) 
also gave a positive T.P.I. reaction, a frequency agreeing 
with other reports. However, of 40 women giving a 
positive W.-Br. result, only 3 (7-5°%) were positive to 
the T.P.I. test. These results underline the “ hyper- 
sensitivity ’’ of the W.—Br. test, suggesting that it is of 
little use for screening. Although there was a tendency 
for sera giving a high titre (over 5) with the two major 
screening tests to give also a positive reaction to the 
T.P.I. test, the numbers were not statistically significant. 
The W.R. proved to be a less sensitive test for syphilis 
than the M.K.R., since of the T.P.I.—positive group 40% 
had a negative W.R., while only 4% had a negative 
M.K.R., many with a low titre. These results confirm 
the observation that in late syphilis the W.R. becomes 
negative before the M.K.R. 

Of the 86 T.P.I.-positive women, 61 (71°%) were known 
to have syphilis, the remainder of the cases being de- 
tected for the first time. Of the 56 T.P.I.-negative 
women, 5 were classifiable as chronic biological false 
positive reactors. None of the others had clinical 
syphilis and 8 were ill (4 with influenza, 2 with anaemia, 
and 1 each with varicella and hidradenitis) at the time 
of examination. The 37 cases giving a positive W.—Br. 
result proved to have a transient reaction only. Among 
the older women (born before 1929) 67-4°% gave a posi- 
tive T.P.I. reaction, whereas the figure for the younger 
age group was 45:5°%. It is suggested that this differ- 
ence may have been due either to a higher incidence of 
positive reactors to the standard tests among the older 
women or to a higher incidence of false positive results 
with standard tests among the younger women. 

The author considers that in view of the high incidence 
of non-specific reactions in this series the T.P.I. test 
should be regarded as a necessary laboratory aid in the 
antenatal investigation of all pregnant women. 

Allene Scott 


864. Antibiotics Other than Penicillin in the Treatment, 
of Syphilis. [Review Article] 
C. H. MontGomery and J. M. Knox. New England 
Journal of Medicine [New Engl. J. Med.] 261, 277-280, 
Aug. 6, 1959: Bibliography. 
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Tropical Medicine 


865. Effects of Repeated Poisonous Snakebites in Man 
H. M. ParrisH and C. B. PoLLarp. American Journal 
of the Medical Sciences [Amer. J. med. Sci.] 237, 277-286, 
March, 1959. 23 refs. 


Pit vipers (Crotalidae) are responsible for most poison- 
ous snake-bites in the U.S.A., where 2,000 to 3,000 
cases occur annually. Although on the average less than 
15 of these prove fatal, it has been estimated that 
throughout the world between 30,000 and 40,000 deaths 
from snake-bite occur each year. Factors influencing 
the severity of the bite are many and the degree of in- 
toxication can be estimated only on clinical grounds. 

A study of 14 patients who had suffered repeated 
poisonous snake-bites, ranging in number from 2 to 
12, showed that no permanent immunity developed. 
Scratch testing showed mild allergy to snake venom in 
only 4 cases. It is concluded therefore that neither 
protection nor increased sensitivity results to any signifi- 
cant extent from repeated bites. 

Clement C. Chesterman 


866. Diethylcarbamazine (Oral and Parenteral Therapy) 
in Tropical Pulmonary Eosinophilia 

S. S. Misra, K. NATH, A. SHANKER, and S. PRAKASH. 
Journal of the Indian Medical Association [J. Indian 
med. Ass.| 32, 232-243, March 16 [received May], 1959. 
15 refs. 


The authors, writing from King George’s Medical 
College, Lucknow, describe a trial of diethylcarbamazine 
in 40 cases of tropical pulmonary eosinophilia, all of 
which had an absolute eosinophil count of more than 
4,000 per c.mm. Stool, sputum, and night blood films 
were negative for parasitic infection. The patients all 
had dry cough, breathlessness, and wheeze, and most of 
them had radiological evidence of the condition. To 32 
patients diethylcarbamazine was given by mouth in a 
dosage of 8 mg. per kg. body weight daily divided into 
3 or 4 doses. The drug was stopped as soon as an 
adequate haematological response was achieved. Apart 
from symptomatic and radiological improvement, cases 
were not considered to be cured until the eosinophil 
count fell below 800 perc.mm. On this basis 31 out of 
32 cases were cured, and in the remaining case there was 
some symptomatic relief; 53-194 of the patients were 
cured in 10 days and 81-2%% within 16 days. To detect 
possible recurrences follow-up examinations were carried 
out at fortnightly intervals, and in 14 cases this included 
sternal marrow puncture. No recurrences were, how- 
ever, noted. 

In 8 cases diethylcarbamazine was given by intra- 
muscular injection. In 4 of these cases 800 mg. was 
given initially and in the other 4 cases 400 mg. was given 
3 or 4 times at intervals of 3 to 5 days. The results of 
injection were very disappointing and only one case was 
cured. Of the remaining 7 cases, 6 were later cured by 


oral treatment with the drug and one was cured by 2 
injections of ‘ mapharside’’ (oxophenarsine hydro- 
chloride). Toxic effects of injection therapy were gener- 
ally troublesome, and in those given 800 mg. were severe. 
One patient developed severe respiratory depression 
which necessitated the use of an iron lung. Other toxic 
effects included nausea, vomiting, giddiness, dryness of 
the mouth, itching, and drowsiness. Of the patients 
treated with diethylcarbamazine by mouth, aporexia 
and nausea were noted in a small proportion, but no 
serious toxic effects occurred even though the drug was 
administered for periods up to 30 days. 

The authors conclude that the treatment of tropical 
pulmonary eosinophilia with diethylcarbamazine is 
superior to previous forms of therapy, such as with 
arsenic. P. T. Main 


867. Prognostic Criteria of Severe Protein Malnutrition 
E. KAHN. American Journal of Clinical Nutrition [Amer. 
J. clin. Nutr.| 7, 161-165, March-April, 1959. 2 figs., 
10 refs. 


At the Baragwanath Hospital (University of the 
Witwatersrand), Johannesburg, the mortality in severe 
protein malnutrition in African children was 40°% when 
treatment consisted almost entirely in the administration 
of skimmed milk. More recently, since intravenous 
electrolyte therapy was added in cases of dehydration, 
the mortality has fallen and has remained unchanged at 
20% during the past 3 years. 

After surveying clinical and biochemical data derived 
from 100 children admitted during the winter of 1957 
with severe protein malnutrition the author concludes 
that no prognostic significance can be attached to age, 
retardation of growth, chronic dermatosis, pulmonary 
tuberculosis, shigellosis, or salmonellosis. On the other 
hand acute nutritional dermatosis, advanced emaciation 
with a body weight of 50°% or more below average, 
dehydration (often associated with reduced serum sodium 
and potassium levels), marked hepatomegaly, and hypo- 
thermia are all serious prognostic signs suggesting a 
probably fatal outcome. Z. A. Leitner 


868. Impairment of Intestinal Absorption of Vitamin A 
Palmitate in Severe Protein Malnutrition (Kwashiorkor) 
G. ARROYAVE, F. Vireri, M. BéHar, and N. S. Scrim- 
SHAW. American Journal of Clinical Nutrition [Amer. 
J. clin. Nutr.|’'7, 185-190. March-April, 1959. 2 figs., 
17 refs. 


A vitamin-A absorption test was performed on 24 
children admitted to hospital in Guatemala with severe 
protein malnutrition (kwashiorkor) and on 4 adequately 
nourished children, 3 of whom had recovered completely 
from kwashiorkor. A solution of vitamin-A palmitate 
in corn oil providing a net dose of 75,000 yg. of vitamin A 
was administered by stomach tube to the fasting child, 
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followed 2 hours later by a test meal consisting of 200 ml. 
of skimmed milk, specimens of blood being taken before 
and at intervals for 5 hours after the dose of vitamin for 
determination of the serum vitamin-A level. In the 4 
control subjects there was a 4- to 5-fold increase in the 
serum vitamin-A level, whereas in children with kwashior- 
kor tested after 24 hours’ treatment with electrolyte 
infusions the serum vitamin-A level did not increase at 
all. On repetition of the test after 3 days’ strict treat- 
ment with a skimmed-milk diet providing 3 to 5 g. pro- 
tein per kg. body weight an increase in the serum vitamin- 
A level occurred in some cases, and after 5 days’ treat- 
ment this increase was present in all cases. There was, 
however, no appreciable rise in the serum vitamin-A 
level in children who had received the ordinary ward 
diet ad libitum for 5 days. 

These findings are related to the histological findings 
of marked atrophy in the Kerckring valves and the crypts 
of Lieberkiihn in the intestine and to the serious decrease 
in secretion of pancreatic enzymes, especially lipase, in 
kwashiorkor, and it is suggested that the poor response 
to the vitamin-A absorption test may be due to a general 
failure to absorb fat-soluble nutrients. Z. A. Leitner 


869. Urinary Excretion of Radio-active Vitamin B;2 in 
the Investigation of Nutritional Megaloblastic Anaemias 
S. Kaut, A. K. Das Gupta, and N. R. KRISHNAN. 
Indian Journal of Medical Research [Indian J. med. Res.] 
47, 139-147, March, 1959. 2 figs., 2 refs. 


In this paper from the National Chemical Laboratory 
and the Military Hospital, Poona, a study is reported of 
radioactive vitamin-B;2 (cyanocobalamin) absorption in 
14 patients with nutritional megaloblastic anaemia, the 
Schilling technique with cobalt-labelled vitamin B;2 being 
used. Although the presence of steatorrhoea was not 
absolutely excluded in all patients it was thought on the 
available evidence to be very improbable. Diarrhoea 
was, however, a feature in several cases. Vitamin-B;2 
absorption was normal in 7 patients, but in the remaining 
7 it was deficient. There was no obvious cause for this 
malabsorption, and the authors suggest that this un- 
expected finding requires further investigation. 

R. B. Thompson 


INFECTIOUS DISEASES 


870. Factors Influencing the Transmission of Leprosy 

J. A. K. Brown. Transactions of the Royal Society of 
Tropical Medicine and Hygiene [Trans. roy. Soc. trop. 
Med. Hyg.) 53, 179-189, March, 1959. 4 figs., 17 refs. 


On the basis of his 7 years’ work in East Africa and 
of over 100 surveys the author reviews present knowledge 
of the factors influencing the transmission of leprosy. 
The spread of the disease in Kenya has been shown to be 
independent of temperature and altitude. In Liberia 
the incidence of leprosy is about 1 case per 1,000 of the 
population, whereas in New Guinea the rate is 55 and in 
Southern Nigeria 129 per 1,000, yet these three areas 
have much the same humid tropical climate. Leprosy 
is believed to be commoner in males, but the author 
suggests that this may be a question of mobility, since 


TROPICAL MEDICINE 


males attend hospital more frequently than females. 
The fact that the lepromatous form of leprosy is com- 
moner in males and the tuberculoid form in females has 
been verified in many parts of the world. In Uganda, 
where the population is distributed in large family units 
rather than in towns or villages, the incidence of leprosy 
does not depend on density of population. In northern 
Uganda, where children form 49% of the population, 
25% of the patients were children, whereas in the 
south, where children form 27% of the population, 
only 9% of cases of leprosy occurred in children. The 
larger the family, therefore, the higher was the incidence 
of the disease. 

The author has found a high rate of infection in tribal 
** pockets ”, whether these are pockets of Bantu surviving 
among Nilotics or pockets of Nilotics surviving among 
Bantu as a result of tribal migrations in the past. He 
presents a map showing that the distances between the 
homes of patients discovered in a recent survey ranged 
from 4 to 10 miles (0-8 to 16 km.), in most cases being 
over 3 miles (4-8 km.). There were no lepromatous 
cases in this group, so that the problem of how infection 
was transmitted from one closed case to another remains 
to be solved. Other anomalies, such as the low rate of 
conjugal infection (which would be expected to be high) 
are discussed. The author concludes that prolonged 
intimate contact is not necessary for transmission of the 
disease. Susceptibility probably depends on genetic 
factors, and the resistance of the host is at least as 
important as the density of infection in the transmission 
of the disease. William Hughes 


East African Kala-azar with Special Reference to 
the Pathology, Prophylaxis and Treatment 


871. 


P. E. C. MANSON-BAHR. Transactions of the Royal 
Society of Tropical Medicine and Hygiene [Trans. roy. 
Soc. trop. Med. Hyg.| 53, 123-137, March, 1959. 4 figs., 
35 refs. 


Writing from the King George VI Hospital, Nairobi, 
the author recalls that until the Second World War 
kala-azar (leishmaniasis) was virtually unknown in East 
Africa, but that since then a new focus of the disease 
has appeared in the Tana river area of northern Kenya. 

In this study of the pathology, prophylaxis, and treat- 
ment of leishmaniasis it was shown that subcutaneous 
inoculation of leptomonads into 2 neurosyphilitic 
patients produced small leishmaniomata in 14 days. 
After 4 months one of the patients developed typical 
kala-azar, with fever and splenomegaly, and parasites 
were present in lymph-node and spleen smears. Patients 
inoculated with leptomonads of a strain from a ground 
squirrel or from a gerbil, a small rodent, showed cuta- 
neous lesions but no visceral infection. These patients 
were immune to subsequent inoculation of parasites of 
human origin, although the immunity took several 
months to develop. Patients who had been successfully 
treated for leishmaniasis were also immune to reinfec- 
tion, and in these patients inoculation of leptomonads 
produced a typical Arthus reaction. 

It is suggested that in endemic areas many people 
develop unnoticed skin infections of leishmaniasis which 
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lead to immunity. Active immunization could be used 
to protect people at risk. The strong cross-immunity 
between human strains and those from the ground 
squirrel and gerbil indicates that these are all strains of 
Leishmania donovani, whereas there is no cross-immunity 
between strains of L. donovani and those of L. tropica. 
Smears made from: skin-snips of infected patients 


showed that the parasites had no predilection for any 


particular area of the body. Leishmanias were frequently 
found in apparently normal skin, but disappeared after 
treatment. 

The leishmaniasis of East Africa, like that of the 
Sudan, is difficult to cure. The author has used “ pento- 
stam ” (sodium stibogluconate), urea stibamine, penta- 
midine, hydroxystilbamidine, and stilbamidine. In 21 
cases pentostam was given to a total dose of 18 g. in 
3 courses of 10 daily intramuscular injections each of 
0-6 g., follow-up examinations being carried out 6 to 12 
months after treatment. One patient relapsed and one 
died of the disease, but no toxic effects of the drug 
were observed. Urea stibamine was given to 19 patients 
in 3 courses each of 10 daily intravenous injections of 
0-2 g. There was one relapse and one death in this 
group, but again no toxic effects were noted. Hydroxy- 
stilbamidine (20 patients) was given in 3 courses each of 
10 daily intravenous injections of 0-25 g. Fever, rigors, 
headache, and collapse frequently occurred, but were 
relieved by mepyramine given subcutaneously. Four of 
these patients relapsed. Among a further 19 patients 
given one course of pentostam, one of urea stibamine, 
and one of hydroxystilbamidine there were 3 relapses. 
Pentamidine is no longer used by the author because it 
causes a profound and sometimes fatal fall in the blood 
sugar level in cases of this disease. He considers pento- 
stam to be the most suitable drug because of its lack of 
toxicity, ease of administration, and cheapness. 

L. G. Goodwin 


872. Electrophoretic Differential Serum Protein Pattern 
in Kala-azar 

A. SHANKER. British Medical Journal (Brit. med. J.) 1, 
1221-1223, May 9, 1959. 21 refs. | 


In a study carried out at King George’s Medical 
College, Lucknow, on 19 cases of proved kala-azar in 
all of which spleen or sternal marrow puncture showed 
the presence of Leishman—Donovan bodies assessment 
was made (before and after treatment with urea stib- 
amine) of the clinical picture and of the results of Napier’s 
aldehyde test, Chopra’s urea stibamine test, and the 
cephalin-cholesterol flocculation and thymol turbidity 
tests; the total serum protein content was determined 
by direct estimation, the serum proteins studied by paper 
electrophoresis, and total and differential leucocyte 
counts carried out, all by standard techniques. 

The tabulated results show that before treatment the 
serum protein level was high (mean 7-58 g. per 100 ml.) 
in all cases; there was a characteristic marked fall in 
the serum albumin level, a considerable increase in the 
y-globulin fraction, but little change in the a- and 
B-globulin fractions. The average value for total serum 
globulins was 5-3 g. per 100 ml. There was no evidence 
of the so-called “‘ Fraction X”’. The evidence indicated 


that the results of Napier’s and of Chopra’s tests and the 
flocculation tests were correlated with the high serum 
globulin level. There was, however, no correlation 
between the size of the spleen and the differential protein 
pattern of the serum. In 14 cases in which the sternal 
smear became negative after treatment with a full course 
of antimony there was a slight rise in the serum albumin 
level and an appreciable fall in the globulin level. The 
series could not be followed up long enough to allow 
assessment of the time required for the serum protein 
pattern to return to normal. B. G. Maegraith 


873. Early Activity-in Sporozoite-induced Plasmodium 
falciparum Infections 

G. M. Jerrery, M. D. Younc, R. W. BurGess, and 
D. E. Eyes. Annals of Tropical Medicine and Para- 
sitology [Ann. trop. Med. Parasit.] 53, 51-58, April, 
1959. 13 refs. 


The studies here reported from the National Institute 
of Allergy and Infectious Diseases, Columbia, S. Carolina, 
were carried out in two state institutions in the U.S.A. 
where Plasmodium falciparum is extensively used for the 
malarial treatment of neurosyphilis. Three strains were 
used, one from Panama and 2 from South Carolina 
(namely, the McLendon and Santee-Cooper strains), the 
numbers of patients infected with these strains being 88, 
51, and 22 respectively. In general the mosquito 
Anopheles quadrimaculatus was used for transmission of 
the S. Carolina strains and A. albimanus for the Panama 
strain, the number of infected mosquitoes ranging from 
one to 35, though in a few cases much larger numbers 
were used. Also, in a few cases the dissected infected 
salivary glands of these mosquitoes were suspended in a 
suitable medium and injected intravenously. Chemo- 
therapy was instituted if the patient showed an unfavour- 
able physical reaction or when the level of parasitaemia 
became dangerously high. 

Prepatent periods averaged 9-8 days for the Santee- 
Cooper strain, 10-3 days for the Panama strain, and 
13-0 days for the McLendon strain, while the mean 
incubation periods were 11-3, 12:7, and 13-5 days 
respectively. The prepatent period was materially 
reduced by an increase in the number of infective bites 
used to induce the infection. Gametocytes appeared 
6 to 21 (mean 11-5) days after the first asexual parasites 
appeared, the great majority appearing between parasite 
days 10 and 13. Maximum parasite densities and para- 
site densities at the time when the fever first reached 
100° F. (37:8°C.) or more were subject to enormous 
variation. Maximum densities varied between 2,150 
and 494,640 parasites per c.mm. of blood, while the 
density ranged from less than 10 to 160,182 per c.mm. 
at the first appearance of fever. The mean maximum 
fever temperature varied little between the strains, 
the means for all three lying between 105-0 and 
105-5° F. (40°6° and 40-85°C.). The most prominent 
characteristic of the fever patterns induced by the 
three strains was an extreme variability, so that no 
typical periodicity or pattern could be described. The 
Panama strain appeared to be considerably more virulent 
than the other two strains studied. I. M. Rollo 
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874. A Controlled Trial of Continuous Oral Penicillin 
Therapy in Asthmatic Children during Five Winter 
Months. [In English] 

E. Lewis-FANING and W. Davies. Acta allergologica 
[Acta allerg. (Kbh.)] 13, 67-88, 1959. 8 refs. 


The literature contains a number of reports of success- 
ful results obtained with various antibiotics in the prophy- 
laxis of asthma and other respiratory infections. At the 
Asthma Clinic, East Glamorgan Hospital, Pontypridd, 
a blind controlled trial of phenoxymethylpenicillin was 
carried out during the winter months of November, 
1957, to March, 1958, the subjects being 70 children 
under 15 years of age who had had an attack of asthma 
during the previous 6 months. The drug was given in a 
dosage of 120 mg. 4 times a day for the whole period 
of the trial. The results were assessed in terms of the 
number, duration, and severity of attacks of asthma, the 
number of times an inhaler was used, wheeziness, and 
the type of sputum produced. The authors state that 
except possibly in patients with mild asthma “no 
advantage was apparent” in the group given phenoxy- 
methylpenicillin. A. W. Frankland 


875. Current Status of Therapy in Bronchial Asthma 
M.S. SeGAL. Journal of the American Medical Associa- 
tion [J. Amer. med. Ass.] 169, 1063-1071, March 7, 1959. 
10 refs. 


876. Hydrocortisone Snuff in the Treatment of Allergic 
Rhinitis: a Clinical Experiment and Statistical Survey 
R. H. O. DONALD, E. Wurre, G. A. M. DONALD, W. R. 
Mackay, and R. T. Lesuie. Medical Journal of Australia 
[Med. J. Aust.) 1, 659-662, May 16, 1959. 9 refs. 


A controlled trial of hydrocortisone snuff in the treat- 
ment of allergic rhinitis was carried out at the Royal 
Melbourne Hospital, Melbourne, Victoria. One pre- 
paration—* pabracort ’—consisted of hydrocortisone 
acetate in a snuff base made up in capsules containing 
15 mg. of the acetate. The 25 patients taking this pre- 
paration were supplied with a special insufflator with 
which the fine powder could be forced into the nasal 
cavities through a small hole made in the capsule. 
Another preparation—“ cortisnuff was given 
to 68 patients, also contained 15 mg. of hydrocortisone 
acetate in a micronized lactose base. The placebo (71 
patients) was pure micronized lactose. The last two 
powders had to be drawn into the nostril by the patient’s 
own inspiratory effort. 

The two hydrocortisone preparations were found to 
give similar results in seasonal hay-fever; these were 
significantly better than those obtained with placebo 
snuff. In perennial hay-fever with added seasonal 
incidence there was no significant difference in results 
between hydrocortisone snuff and the placebo. 

A. W. Frankland 


877. Insect Allergy as a Possible Cause of Inhalant 
Sensitivity 


R. D. WiseMAN, W. G. Woopin, H. C. MILter, and 
M. A. Myers. Journal of Allergy [J. Allergy} 30, 
191-197, May-June, 1959. 3 figs., 14 refs. 


Skin tests were carried out with extracts of 26 species 
of insects, including flies, bees, cockroaches, butterflies, 
and beetles, on 20 patients with active allergic disease 
and 20 non-allergic subjects. The allergic patients gave 
positive reactions to about one-third of the tests, and the 
non-allergic subjects to only about 3%. Among the 
allergic patients, those suffering from pollen allergy 
gave a positive reaction in over half the tests, whereas 
those with non-seasonal allergies seldom reacted posi- 
tively. The cast skins of carpet beetles, which are said 
to infest 50% of all carpets, proved to be particularly 
antigenic. H. Herxheimer 


878. The Isolation and Characterization of a Purified 
House Dust Allergen Fraction 

W. E. VANNiER and D. H. Campsetr. Journal of 
Allergy {J. Allergy] 30, 198-218, May-June, 1959. - 6 
figs., 35 refs. 


A sample of house dust, in which mattress dust pre- 
dominated, was analysed at the California Institute of 
Technology by electrophoresis and paper chromatogra- 
phy. One fraction, which contained about 5% poly- 
peptides and 95% polysaccharides and gave 2 main 
peaks on electrophoretic analysis, gave a positive skin- 
test reaction in most, but not all, of 16 patients who 
reacted positively to a commercial crude house-dust 
concentrate. Antigenicity was not associated with the 
polypeptide or carbohydrate component alone. 

H. Herxheimer 


879. Volumetric Counts of Pollen Grains at Cardiff, 
1954-1957 

H. A. Hype. Journal of Allergy [J. Allergy] 30, 219- 
234, May-June, 1959. 9 figs., 27 refs. 


The Hirst automatic volumetric spore trap is an 
instrument which permits a continuous count to be 


made of pollen grains per unit volume of air through- - 


out the 24 hours. The values obtained are therefore 
indicative of the pollen exposure of sensitive patients in 
a particular area. Volumetric pollen counts carried 
out with this instrument at the National Museum of 
Wales, Cardiff, for 4 consecutive years have shown that 
the prevalence of Urtica (nettle) spores has hitherto been 
underestimated. It is comparable with that of grass 
pollen, but the peak varies from June to August in 
different years, whereas the peak for grass pollen is 
always in June. Other, less numerous, pollens also 
show wide variations in their annual incidence, and it is 
suggested that these variations ought to be taken into 
consideration in assessing the results of treatment in 
allergic conditions. Hi. Herxheimer 
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880. Safflower Oil—Pyridoxine and Corn Oil—Pyridoxine 
Emulsions: Their Effect on Serum Cholesterol Levels in 


Young Adult Males when Used as Supplements to a Nor-— 


mal Diet 

R. Perkins, I. S. WriGut, and B. W. Gatse. Journal of 
the American Medical Association [J. Amer. med. Ass.| 
169, 1731-1734, April 11, 1959. 3 figs., 5 refs. 


The effects of using safflower oil and corn oil as 
supplements to the usual diet were studied in 22 young 
healthy men. Serum was obtained weekly from each 
subject by venipuncture, to be analyzed for total choles- 
terol. Determinations during an initial observation 
period of 5 weeks afforded a basis for dividing the sub- 
jects into two matched groups with equal mean serum 
cholesterol levels (221 mg. per 100 ml.). One group 
thereupon received a supplement of safflower oil for 7 
weeks followed by corn oil for 7 weeks; the other group 
received corn oil for 7 weeks followed by safflower oil for 
7 weeks. In both groups a consistent decline in the 
nean cholesterol levels was observed as the experiment 
progressed, but the: changes were not convincing because 
of the wide individual variations and no differences 
yetween safflower and corn oil were revealed under the 
conditions of this experiment. Significant cholesterol- 
‘owering effect of these two oils can be demonstrated 
only if they are used as replacements for, rather than 
additions, to some of the saturated fats in the usual diet. — 
‘Editorial summary.] 


381. Metabolism and Caloric Value of Acta. 
|Review Article] 

W. W. WESTERFELD and M. P. SCHULMAN. Seiabivall of 
the American Medical Association [J. Amer. mod. Ass.} 
170, 197-203, May 9, 1959. 33 refs. 


882. Vitamin Bi. Absorption: Relationship between 
Oral Administration and Urinary Excretion of Cobalt%°- 
labeled Cyanocobalamin following a Parenteral Dose 
G. W. GAFFNEY, D. M. WarkKIN, and B. F. CHow. 
Journal of Laboratory and Clinical Medicine [J. Lab. 
clin. Med.] 53, 525-534, April, 1959. 1 fig., 31 refs. 


The amount of radioactive material excreted in the 
urine during the 48 hours following the oral administra- 
tion of vitamin B,2 (cyanocobalamin) labelled with 
radioactive cobalt (6°Co) was determined in 148 male 
subjects aged 20 to 92 years. The labelled vitamin was 
given in a dose of 2, 8, 50, or 250 yxg., followed after 2 
hours by an intramuscular injection of 1,000 yg. of the 
unlabelled vitamin. The patients were in good health, 
and the renal function of 14 of the older men was shown 
to be within normal limits as compared with that of 
other healthy individuals of the same age group. * 

With increasing dosage of radioactive vitamin B;2 the 
fraction of the dose excreted diminished, though the total 
amount increased. Excretion was greatest during the 
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period from 12 to 24 hours after administration of the 
dose. There were no significant age differences in urin- 
ary excretion of the labelled material. These results 
are consistent with the theory that there are two mechan- 
isms of absorption of vitamin B;2—one dependent upon 
intrinsic-factor activity and operative mainly at physio- 
logical dosage levels, and the other independent of this 
factor and relatively more important at high dosage 
levels such as were used in this study. 
F. W. Chattaway 


883. The Effects of Vitamin D and Gluten-free Diet in 
Steatorrhoea 

J. R. Nassim, P. D. SAVILLE, P. B. Cook, and L. MULLI- 

GAN. Quarterly Journal of Medicine (Quart. J. Med.]. 

28, 141-162, April, 1959. 10 figs., 32 refs. 


In this paper from the Institute of. Orthopaedics, 
London, is described a metabolic study of 9 patients with 
steatorrhoea. Their ages ranged between 8 and 60 
years, and ail had a daily faecal fat level in excess of 5 g. 
and a flattened glucose tolerance curve. Osteomalacia 
was present in 5 cases. The patients were given suc- 
cessively normal and gluten-free diets, and their stools 
and urine were collected over 6-day periods. All patients 
showed clinical improvement when given a gluten-free 
diet, and in 6 cases the faecal fat excretion was reduced 
to a normal level. Return to a normal diet was usually 
accompanied by a relapse to a state worse than that 
before treatment was started. In 5 cases there was 
resistance to the action of vitamin D, which decreased 
when a gluten-free diet was instituted. In 2 of these 
cases intramuscular administration of calciferol failed 
to improve calcium absorption, and it was concluded 
that the gluten-free diet sensitized the patient with 
gluten enteropathy to the action of vitamin D. Four 
patients with osteomalacia had a positive calcium balance 
at the start of the study, although they still had stea- 
torrhoea. These patients also had a low serum inorganic 
phosphorus level consistent with the presence of second- 
ary hyperparathyroidism. It is suggested that for osteo- 
malacia to have developed in these cases they must have 
had a negative calcium balance at some previous stage. 
Two patients who had grown normally and had no 
evidence of osteomalacia had respectively a strong nega- 
tive and a zero calcium balance. The authors consider 
that in such cases there are alternate phases of strongly 
positive and strongly negative calcium balance irrespec- 
tive of the severity of the steatorrhoea. They suggest 
that the degree of parathyroid secretion may influence 
these swings in the calcium balance, the parathyroid 
hormone acting like vitamin D and increasing calcium 
absorption. In cases of steatorrhoea the presence of 
osteomalacia or rickets constitutes an indication for 
treatment with a gluten-free diet and calciferol, but the 
dangers of a severe relapse if the dietary treatment is 
not continued are emphasized. Charles Rolland 
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884. Relation of Fibrosis of the Pancreas to Fatty Liver 
and/or Cirrhosis: an Analysis of One Thousand Consecu- 
tive Autopsies 

E. E. WoLDMAN, D. FIsHMAN, and A. J. SEGAL. Journal 
of the American Medical Association [J. Amer. med. Ass.] 
169, 1281-1283, March 21, 1959. 18 refs. 


The relationship between fibrosis of the pancreas and 
fatty liver and/or cirrhosis was studied in 1,000 consecu- 
tive necropsies carried out at St. Luke’s Hospital, 
Cleveland, Ohio. In 778 cases no disease of the liver 
was found. Of the remaining 222, fatty liver was present 
in 150 and fatty liver and/or cirrhosis in 72. In 156 of 
the 222 cases there was pancreatic fibrosis, associated 
with fatty liver in 117, fatty liver and cirrhosis in 32, 
and cirrhosis alone in 7. A. Wynn Williams 


885. The Pancreas. Contributions of Clinical Interest. 
[Review Article] 

T. A. JOHNSON and M. H. KAtser. Gastroenterology 
[Gastroenterology] 36, 295-332, March, 1959. Biblio- 
graphy. 


886. Stimulation of Gastric Pepsin Secretion in Man by 
Hyperventilation and by Diamox 

B. I. Hirscuowirz, J. A. LONDON, and H. S. WIGGINs. 
Journal of Laboratory and Clinical Medicine [J. Lab. 
clin. Med.] 53, 577-585, April, 1959. 3 figs., 10 refs. 


Studies by other workers of the carbonic anhydrase 
mechanism of gastric secretion have shown that the 
secretion of hydrogen ions by the gastric glands in man 
can be diminished both by hyperventilation, which 
reduces the carbon dioxide supply, and by the administra- 
tion of “‘ diamox”’ (acetazolamide), which inhibits the 
enzyme itself. In the investigation here reported from 
the University of Michigan Hospital, Ann Arbor, the 
effect of the above factors upon the secretion of other 
constituents of the gastric juice was studied in 7 normal 
subjects, 2 men who had undergone vagotomy, and 5 
patients with peptic ulcer (2 gastric, 3 duodenal). In 
some cases the experiments were carried out during the 
intravenous infusion of histamine in a dosage of 400 g. 
of the base per hour. In 20 experiments, after the rate 
of secretion had been found to be constant for three 
consecutive 15-minute periods, voluntary hyperventila- 
tion was performed for 15 or 30 minutes, all the sub- 
jects developing tingling of the extremities at least, 
while most of them exhibited Chvostek’s sign. In 5 
further experiments diamox was injected intravenously 
in doses varying from 20 to 75 mg. per kg. body weight 
in 15 to 30 minutes. 

Hyperventilation invariably caused a very significant 
increase in the concentration and output of pepsin in the 
gastric juice which persisted for 15 minutes after .the 
resumption of normal breathing. This increase occurred 
both with and without the histamine infusion and was 


unaffected by vagotomy or (in 3 normal subjects) by 
the administration of 1 to 1-5 mg. of atropine intra- 
venously. The alkalosis produced by hyperventilation 
was not the responsible factor, as an equivalent alkalosis 
produced in 3 subjects by the intravenous infusion of 
sodium bicarbonate failed to produce an increase in the 
secretion of pepsin. Nor was the effect due to deioniza- 
tion of calcium, since it was not prevented in 2 subjects 
by concomitant calcium administration. It thus seems 
that hyperventilation exerts its effect on pepsin secretion 
by some mechanism which involves none of the known 
pathways of stimulation and the nature of which remains 
to be elucidated. The intravenous injection of diamox 
also caused a significant increase in pepsin secretion, 
together with a fall in the concentration of potassium 
and a rise in that of sodium in the gastric juice. 
F. S. Freisinger 
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887. The Effect of Prednisone and Amphenone on Fluid 
and Electrolyte Balance and on Aldosterone Excretion of 
Patients with Cirrhosis and Ascites 

J. M. STorRMONT, J. CraABBe, B. Fast, S. J. WoLre, and 
C. S. Davipson. Journal of Laboratory and Clinical 
Medicine [J. Lab. clin. Med. 53, 396-416, March, 1959. 
7 figs., bibliography. 


The development of ascites in patients with hepatic 
cirrhosis is associated with sodium retention and exces- 
sive excretion of aldosterone, suggesting that the adrenal 
cortical hormones play a part in its pathogenesis. In an 
attempt to elucidate this problem the authors, working 
at the Boston City and Peter Bent Brigham Hospitals 
(Harvard Medical School), Boston, have studied the 
effects of ‘“‘amphenone”’ (which is known to inhibit 
production of adrenal cortical steroids) in patients with 
cirrhosis complicated by chronic ascites. Prednisone 
was given together with the amphenone, since the latter 
may produce adrenal insufficiency, but in order to 
separate the possible effects of prednisone from those of 
amphenone observations were also made during control 
periods and periods of administration of prednisone 
alone. Altogether 10 patients, 9 of them chronic 
alcoholics, were studied, though only 7 received amphe- 
none. They were given a constant diet of low sodium 
content (10 mEq. per day) and an unlimited fluid intake. 
Fluid balance was determined and estimations of urinary 
electrolyte, nitrogen, and aldosterone content and 
osmolarity, haematocrit values, and serum electrolyte, 
albumin, non-protein nitrogen, and bilirubin content 
made. Unconjugated aldosterone is known to be easily 


destroyed when exposed to strongly acid conditions. - 


Specimens of urine for aldosterone determination were 
therefore extracted twice, first within an hour of acidifica- 
tion to pH 1 to estimate “ free’ aldosterone and again 


280 


wyss 


| 
jo 
4 
| 
ot 
or 
= its 
ste 
di 
to 
tu 
fir 
TI 
in 
ev 
; ec 
pa 
q 88 
P: 
tit 
S. 
A 
M 
or 
of 
Sti 
cr 
|| 
7 


48 hours later to estimate conjugated aldosterone, since 
it was thought that liver disease might alter the excretion 
pattern of aldosterone owing to defective conjugation. 
Prednisone was given in a dosage of 30 mg. a day in most 
cases, while the average daily dose of amphenone varied 
from 3-1 to 6 g. 

During the control period there were no important 
metabolic changes (although the use of mercurial 
diuretics resulted in a 2-kg. loss of weight in one case). 
During treatment with prednisone alone for periods of 
3 to 12 days an increase in urinary sodium excretion 
occurred in 5 of the 10 cases, with loss of weight 
and lessening of ascites in 3, while in all 10 there was 
some increase in urinary volume. Aldosterone excretion 
was in the high normal range during the control period— 
as would be expected in normal patients receiving a low 
sodium intake—and did not fall when the prednisone- 
induced diuresis occurred. Two patients died of infec- 
tion while receiving prednisone. When amphenone 
and prednisone were given together for 3 to 7 days an 
increased sodium loss in the urine occurred in 5 of the 
7 patients treated, although in one case this seemed to 
be due to the continuing effect of prednisone. In only 
one patient did amphenone produce sufficient diuresis to 
cause a significant loss of ascites. Again there was no 
constant change in aldosterone excretion, even in patients 
showing an increased urinary sodium loss. Six of the 
7 patients treated developed impending hepatic coma. 

These findings lead the authors to doubt whether the 
urinary aldosterone content accurately reflects the adrenal 
output of this hormone and they point out that probably 
only a very small fraction of the total aldosterone pro- 
duction is excreted in the urine. Further, liver disease 
itself may alter the conjugation and excretion of aldo- 
sterone. They consider that prednisone may cause 
diuresis by mechanisms other than those directly related 
to aldosterone metabolism—possibly by reducing renal 
tubular reabsorption of water—and their findings con- 
firm the value of treatment with this drug in cirrhosis. 
Their observations cast further suspicion on the import- 
ance of aldosterone in the causation of fluid retention 
in cirrhosis. Amphenone is too toxic for clinical use, 
even together with prednisone, and “‘ medical adrenal- 
ectomy ”’ is better conducted with the less harmful pre- 
parations which are now available. A. E. Read 


888. The Diuretic Response to Administered Water in 
Patients with Liver Disease. I. Acute Infectious Hepa- 
titis 

S. Papper, H. W. Seirer, and L. Saxon. A.M.A. 
Archives of Internal Medicine [A.M.A. Arch. intern. 
Med.] 103, 746-749, May, 1959. 11 refs. 


This study of water excretion in 10 male patients 
aged 21 to 34 with acute infective hepatitis is presented 
from the Boston Veterans Administration Hospital. A 
water load of 20 ml. per kg. body weight was given orally 
or intravenously over a 30-minute period, and voided 
urine collected at intervals of 30 minutes, an equal amount 
of water being then further ingested to maintain con- 
stant body weight. The electrolyte excretion and 
creatinine clearances were calculated. The maximum 
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urinary flow, attained in all cases within 86 minutes, 
varied from 9-4 to 23-3 ml. per minute. The rates of 
electrolyte excretion and creatinine clearance were nor- 
mal. Thus in all these 10 patients with infective hepa- 
titis water and electrolyte excretion was found to be 
within normal limits, although a single abnormal result 
was found terminally in one patient who later died from 
subacute hepatic necrosis. The authors conclude that 
acute impairment of hepatic function is not necessarily 
associated with a reduced glomerular filtration rate, 
and thus this study does not confirm various reports of 
impairment of water diuresis in infective hepatitis. 

I. McLean Baird 
889. The Diuretic Response to Administered Water in 
Patients with Liver Disease. II. Laennec’s Cirrhosis of 
the Liver 
S. Papper and L. Saxon. A.M.A. Archives of Internal 
Medicine [A.M.A. Arch. intern. Med.| 103, 750-757, 
May, 1959. 20 refs. 


This further study of water excretion [see Abstract 
888] was carried out on 48 patients aged 31 to 67 suffering 
from cirrhosis of the liver. It was found that in 8 of 
these patients the maximum urinary flow was less than 
4 ml. per minute; these patients were the most severely 
ill and 7 of them subsequently died in hepatic coma. 
In this group the creatinine clearance and urinary 
excretion of sodium were also low. 

There was no definite correlation between the reduc- 
tion in water and electrolyte excretion and the amount 
of ascites or the serum bilirubin level. 

I. McLean Baird 


890. The Physiopathology of the Sphincter of Oddi and 
Biliary Pancreatic Reflux. A Study by Rapid Serio- 
graphic Cholangiomanometry at Two Exposures a Second. 
(Physiopathologie du sphincter d’Oddi et du reflux 
bilio-pancréatique. Etude par la cholangiomanométrie 
sériographique rapide (deux clichés par seconde)) 

H. Cosco MOontTALpo. Archives des maladies de 
l’appareil digestif et des maladies de la nutrition [Arch. 
Mal. Appar. dig.) 48, 273-290, April, 1959. 19 figs., 
33 refs. 


This paper from the Hospital de Clinicas, Montevideo, 
describes studies of the reflex shutting and opening of the 
sphincter of Oddi carried out on patients with gall- 
bladder disease, but without disease of the common bile 
duct or pancreas. After cholecystectomy and insertion 
of a tube into the common bile duct the biliary tract 
was perfused with 50°% diodone and rapid serial cholan- 
giography carried out, the exposures being made at the 
rate of 2 per second. In this way the reflex action of the 
sphincter of Oddi was studied: (1) when conditions in 
the common bile duct were as nearly normal as possible; 
(2) when pressure was artificially increased in the com- 
mon bile duct; (3) 12 minutes after an injection of 
morphine; and (4) 20 seconds after the inhalation of a 
capsule of amy] nitrite. 

The following are the main conclusions reached. 
(1) When the biliary pressure in the common duct is 
normal the sphincter closes upwards and slowly, thus 
preventing the escape of bile into the duodenum. In the 
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author’s opinion, in contrast to that of other workers, 
this closure is quite independent of any action of the 
duodenal musculature. (2) When the pressure in the 
common bile duct is experimentally increased a reflex 
contraction of the middle part of the second portion of 
the duodenum occurs and the sphincter of Oddi opens. 
(3) After the injection of morphine the duodenal con- 
traction is more intense, especially when the pressure in 
the common bile duct is increased. (4) After the in- 
halation of amy]! nitrite relaxation of the sphincter occurs 
briskly, with emptying of both the common bile duct 
and Wirsung’s duct. However, the author does not 
accept the view that amyl nitrite favours reflux of bile 
into the pancreatic duct. 

[This is a long paper—too long for all the details to be 
adequately summarized—and the experimental findings 
are well illustrated with convincing radiographs. Of 
the 33 references, 14 are to the author’s own publications.] 

J. W. McNee 


INTESTINES 


891. The Treatment of Nonspecific Ulcerative Colitis 
by the Topical Administration of the Corticosteroids 

M. PATTERSON and J. McGtvney. Gastroenterology 
[Gastroenterology] 36, 480-486, April, 1959. 20 refs. 


From an [uncontrolled] study reported from the Uni- 
versity of Texas Medical Branch, Galveston, of 21 
patients, of whom 14 had acute and 7 chronic non- 
specific ulcerative colitis, it was concluded that, in addi- 
tion to the usual measures, the topical application of 
corticosteroids (hydrocortisone or prednisone) given by 
suppository or rectal drip was of benefit in 18 (86°%) of 
these cases, producing remissions lasting for more than 
3 months in 15 (71%). Those with mild symptoms or 
with early disease showed most improvement, whereas 
those with long-standing disease or with tenesmus 
benefited to a lesser extent. After administration of 
these substances improvement was rapid, suggesting 
that they act locally and not by a systemic effect. The 
authors express the hope that in patients in whom 
the diagnosis is made early and who respond well the 
relentless progress of the disease might well be prevented 
by the topical use of steroids, or even that the condition 
of the rectum might be improved sufficiently to allow 
it to be used in anastomotic operations, thus avoiding 
the grave disadvantages of colectomy and permanent 
ileostomy. A. Gordon Beckett 


892. Corticotrophin (ACTH) and the Adrenal Steroids 
in the Management of Ulcerative Colitis: Observations 
in 240 Patients 

J. B. Kirsner, W. L. PAtmer, J. A. Spencer, R. O. 
Bicks, and C. F. JOHNSON. Annals of Internal Medicine 
[Ann. intern. Med.| 50, 891-927, April, 1959. 44 refs. 


From the University of Chicago, Illinois, the authors 
describe the effects of steroids on ulcerative colitis as 
seen in 240 patients observed for at least one year. 
Although there was no control group, no patient was 
treated with steroids unless he had failed to respond to 
conventional therapy. In 142 cases the disease was 
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assessed as severe, in 86 as moderate, and in 12 as mild. 
The over-all response was good in 115 cases, moderately 
good in 80, and minimal in 45. Improvement was often 
apparent within 24 to 48 hours of starting steroid therapy, 
while later the erythrocyte sedimentation rate, haemo- 
globin value, and plasma protein concentration all im- 
proved and blood disappeared from the faeces. Favour- 
able changes were also observed proctoscopically in the 
histological pattern of the rectal mucosa, though this 
improvement took rather longer to develop. The 
effects of ACTH (corticotrophin) by injection were more 
consistent, more rapid, and more nearly complete than 
those of other compounds given by mouth. As expected, 
poor results were more frequent among cases of severe 
than of moderately severe colitis (35 out of 142 com- 
pared with 6 out of 86), although cases of mild and 
localized colitis were occasionally resistant. 

The treatment of 101 patients is being continued, 10 
having received ACTH for one to 6 years and 91 oral 
steroids for a similar period; 86 of the latter have 
been under treatment for more than one year and 62 
for more than 2 years. In 63 the symptoms are well 
controlled, in 46 the steroids are considered to be “ very 
helpful”, and in 48 “helpful”; 89 patients in this 
group are leading normal, useful lives. After cessation of 
steroid therapy in 99 cases the remissions continued in 
40, lasting more than one year in all but 3 cases. In the 
others the relapses were usually less severe than the initial 
attack. 

Complications of steroid therapy were surprisingly 
few: 30 patients had glycosuria, 43 developed infections 
of various types, osteoporosis occurred in 6 cases (with 
fractures in 2), 15 patients had emotional difficulties 
(possibly secondary to electrolyte disturbances) or psy- 
choses, 3 committed suicide and another tried unsuccess- 
fully to do so (but 3 had made suicidal attempts before 
the steroids were started), while perforation of the bowel 
occurred in 2 cases (compared with 4 before steroid 
therapy was instituted). As stated, there was a poor 
response to steroids in 45 cases and in 20 of these sur- 
gery became necessary; in 15 of these cases it was con- 
sidered that the dose of steroids had been inadequate. 
In this group emotional disturbances were common. 

There were 23 deaths in this series, but only 7 were 
attributable to the steroids, these including the 3 suicides, 
one case of sudden shock due to an uncertain cause, 
one case of fulminating colitis with electrolyte imbalance, 
and one case of septicaemia. 

The authors conclude that these drugs are highly 
effective adjuncts in the management of ulcerative 
colitis, and suggest that the dosage should be higher than 
that used in rheumatoid arthritis. They are not, how- 
ever, curative and the fundamental character of the — 
disease process is not changed. Half of the patients will 
require long-term treatment and recurrences will occur 
in about one-third. They have not found that the 
hazard of intestinal perforation is increased by steroids, 
while the reported excessive friability of the bowel was 
not encountered in this series. It is difficult to predict © 
which type of patient will respond, and therefore a trial 
of the steroids in hospital is recommended. 

A. Gordon Beckett 
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Cardiovascular System 


893. Hypothermia: Alterations in Cardiac and Skeletal 
Muscle Electrolytes | 
W. R. Beavers and J. T. RoGers. American Journal of 
Physiology {Amer. J. Physiol.| 196, 706-708, April, 1959. 
14 refs. 


The effects of hypothermia on the plasma electrolyte 
levels and the potassium, sodium, chloride, and water 
content of cardiac and skeletal muscle in the dog were 
studied at the University of Texas Southwestern Medical 
School, Dallas. Samples of blood, skeletal muscle, and 
cardiac muscle were obtained from: (1) a control group 
of 9 dogs; (2) 8 dogs before and after cooling to a tem- 
perature of 20°C. by immersion in an ice-water bath; 
and (3) 8 dogs which were similarly treated, but which 
received 3-5 to 4:5 g. of glucose per kg. body weight 
injected intravenously in 25°% solution during cooling 
between 30° and 20°C. All the animals were anaes- 
thetized with pentobarbitone. In Groups 2 and 3 
shivering was prevented by giving extra pentobarbitone, 
and artificial respiration was carried out with room air 
at rectal temperatures below 30° C. to maintain the pH 
of the blood between 7-3 and 7-5. 

In Group 1 there was a fall in the mean plasma potas- 
sium level from 3-91 to 3-55 mEq. per litre and a rise 
‘n the potassium content of cardiac muscle from 74-7 
.o 85-5 mEq. per kg. fat-free whole tissue on cooling 
‘rom 39° C. to 20° C., but no significant change in the 
sodium and chloride levels. In Group 3 the fall in 
olasma potassium level did not occur, but the rise in the 
potassium content of cardiac muscle was greater (to 
91-7 mEq. per kg. of tissue) and there was a small con- 
comitant fall in the plasma sodium and chloride levels. 
There was a significant increase in the calculated intra- 
cellular water content of both cardiac and skeletal 
muscle (from about 620 to 650 g. per kg. of tissue) on 
cooling in Group 2; this did not occur in Group 3. 
Cooling produced no change in the concentration of 
potassium, sodium, or chloride in skeletal muscle in 
any of the experimental groups. 

Further investigations are planned into the possible 
relationship between myocardial potassium concentra- 
tion and hypothermic ventricular fibrillation. 

G. Clayton 


894. Hypothermia: Effects of Hypertonic Solutions on 
Incidence of Ventricular Fibrillation 

W. R. Beavers. American Journal of Physiology [Amer. 
J. Physiol.| 196, 709-710, April, 1959. 10 refs. 


In experiments carried out at the University of Texas 
Southwestern Medical School, Dallas, an attempt was 
made to reduce the incidence of ventricular fibrillation 
in hypothermic dogs by means of hypertonic sugar 
solutions. The animals were anaesthetized with pento- 
barbitone and cooled in an ice-water bath until death, 
shivering being controlled with pentobarbitone and the 
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blood pH maintained between 7-3 and 7-4 by means of 
artificial respiration. A control group of 11 dogs 
received no fluids. One experimental group of 9 dogs 
were given 3-5 to 4:5 g. of glucose per kg. body weight 
in 25% solution and a second group of 8 dogs received 
double this quantity of sucrose in 50°% solution, the 
solutions being given intravenously during cooling from 
30° to 20° C. 

Ten of the control dogs died with ventricular fibrilla- 
tion at a mean rectal temperature of 18-2°C. None of 
the dogs in the experimental groups developed ventricu- 
lar fibrillation, death occurring in asystole at mean 
temperatures of 15-9° C. (glucose) and 14-3° C. (sucrose). 
Cardiac activity was still present in 5 of these animals at 
a rectal temperature below 11°C. The plasma potas- 
sium level fell in the control group as cooling progressed, 
while the plasma sodium and calcium levels and total 
osmolarity remained unchanged. In the animals receiv- 
ing hypertonic sugar solutions the plasma potassium 
concentration also fell until 25° C. was reached, but rose 
again thereafter and was normal at 20° C.; on the other 
hand the plasma sodium and calcium levels were de- 
pressed and total osmolarity rose, as was to be expected. 
The mean haematocrit value rose in the control group 
from 43°% at 39°C. to 56% at 20°C., whereas in the 
others it fell to 34% at 20° C. 

It is suggested that the administration of hypertonic 
sugar solutions may reduce the irritability of the heart 
and prevent ventricular fibrillation during hypothermia 
in at least three ways—by preventing depression of the 
plasma potassium level, by decreasing the total plasma 
calcium level, and by preventing an increase in the intra- 
cellular water content of the myocardium [see Abstract 
893]. These experiments point to a possible approach 
to the control of hypothermic arrhythmias without ex- 
posure of the heart. G. Clayton 


895. Myocardial Oxygen Consumption and Coronary 
Blood Flow in Hypothermia 

A. GeROLA, H. FEINBERG, and L. N. Katz. American 
Journal of Physiology [Amer. J. Physiol.) 196, 719-725, 
April, 1959. 4 figs., 26 refs. 

Effects of hypothermia (at 32° and 27° C.) were deter- 
mined in the open-chest anesthetized dog prepared for 
measurement of total coronary flow and myocardial 
oxygen consumption. When hypothermia was induced 
at any fixed cardiac output, cardiac oxygen consumption 
and heart rate declined while blood pressure remained 
constant. Cardiac external mechanical efficiency in- 
creased at the same time. Hypothermia did not alter 
the relationship between the myocardial oxygen require- 
ment and the total cardiac effort as indicated by the 
product of blood pressure times heart rate. Without 
regard to the large individual variability, the coronary 
venous O, rose; thus the general trend during the 
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induction of hypothermia was a decline in the coronary 
A-V oxygen difference, the percentage O2 extracted by 
the heart and the ratio: cardiac O2 consumption/O2 
availability. The coronary venous O2 content and the 
coronary A—V O> difference remained fairly constant as 
the cardiac effort and its oxygen requirement varied 
during hypothermia, just as in the control period. 
Thus coronary flow was the only means of adjusting to 
the altered cardiac oxygen need in both periods.— 
[Authors’ summary.] 


896. Chest Deformities in Congenital Heart Disease 

H. Davies. British Journal of Diseases of thé Chest 
[Brit. J. Dis. Chest] 53, 151-158, April, 1959. 4 figs., 
8 refs. 


In patients with atrial septal defect the characteristic 
chest deformity, which is present in about half of them, 
is a prominence of the ribs to the left of the sternum, 
apparently due to the enlargement of the right ventricle. 
In patients with ventricular septal defect there is a 
different chest deformity, also present in about half the 
cases, namely prominence of the upper sternum and 
attached ribs on each side, and indrawing of the lower 
ribs. The latter type of chest deformity is discussed 
with reference to lateral chest radiographs obtained from 
45 children with proven ventricular septal defect. 

Of the 45 cases, “‘ severe”’ deformity was present in 
11 and “ moderate ” deformity also in 11; there was no 
deformity in 23. In the patients with severe or moderate 
deformity the mean pulmonary arterial pressure and the 
total pulmonary resistance were higher than in those 
without deformity. It is suggested that these findings 
may be related to the pattern of respiratory movements, 


and this in turn to increased rigidity of the lungs of 
affected children. Two coincident factors might deter- 
mine this: an increase in the pulmonary blood volume 
due to the shunt and thickening of the pulmonary arteries 


due to the hypertension. J. A. Cosh 


897. Early and Late Hemodynamic Effects of Mitral 
Commissurotomy 

W. S. Lyons, R. G. Tompkins, J. W. KirKLINn, and E. H. 
Woop. Journal of Laboratory and Clinical Medicine 
{J. Lab. clin. Med.) 53, 499-516, April, 1959. 9 figs., 
23 refs. 


A long-term study is presented of 12 patients who 
underwent mitral valvotomy at the Mayo Clinic in 1951 
or 1952. In each case right cardiac catheterization was 
carried out before operation and repeated 10 to 90 days 
and again 8 to 30 months afterwards. The data obtained 
on the last of these occasions showed that the initial 
postoperative improvement had been sustained. The 
haemodynamic results of operation included a rise in 
resting cardiac output (cardiac index), a fall in pulmonary 
arterial and pulmonary wedge pressures, especially when 
these were high, and an increase in the response of the 
cardiac output to exercise. The haemodynamic im- 
provement achieved correlated well with clinical judg- 
ment of effort tolerance. After 44 to 6 years all 12 
patients are alive and in 9 the clinical improvement has 
been maintained. In the remaining 3 cases deteriora- 
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tion began 3 to 5 years after operation, in one after an 
illness strongly suggestive of acute rheumatism. Re- 
catheterization produced clear evidence of re-stenosis 
in all 3, which has been confirmed at operation in 2 of 
them. These results are compared with those previ- 
ously published by other workers and discrepancies are 
ascribed to the inclusion by the latter of patients with 
combined valvular lesions. J. McMichael 


898. Further Observations on Coupled Extrasystoles and 
Automatic Ventricular Rhythms 

A. Scuott and D. Scuerr. British Heart Journal (Brit. 
Heart J.| 21, 177-186, April, 1959. 7 figs., 29 refs. 


The electrocardiographic tracings from 3 patients with 
ectopic ventricular arrhythmias are described in detail. 
Associated with the arrhythmia in all cases were coupled 
extrasystoles. In the light of their observations on 
these and previous cases the authors discuss the mode 
of development of ectopic beats and the different coup- 
lings which accompanied them. 

[The highly technical nature of this paper makes it 
difficult to abstract. It should be read in the original 
by those interested.] J. B. Wilson 


CORONARY DISEASE AND MYOCARDIAL 
INFARCTION 


899. Angina Pectoris. II. Observations on the Classic 
Form of Angina Pectoris (Preliminary Report) 

M. PRINZMETAL, A. GOLDMAN, H. SHuBIN, N. Bor, and 
T. Wapa. American Heart Journal [Amer. Heart J.} 
57, 530-543, April, 1959. 8 figs., 3 refs. 


A clinical and experimental electrocardiographic study 
of the changes occurring in angina pectoris is reported 
from the University of California School of Medicine, 
Los Angeles. In the clinical investigation electrocardio- 
grams were recorded directly from the epicardium in 15 
patients with coronary arterial disease, all of whom 
suffered from severe angina. Multiple areas of S-T 
depression were found: scattered over both ventricles, 
but these areas could not be differentiated macroscopic- 
ally from the intervening muscle not showing electro- 
cardiographic changes. Changes consisting of tran- 
sient S-T elevation with reciprocal S-T depression in 
the limb leads were noted in an atypical form of angina 
which differed in clinical characteristics from classic 
angina. 

In the experimental study slow bleeding in 18 dogs 
produced multiple areas of S-T depression over the 
epicardium, thus simulating the changes recorded in the 
15 patients. Reference is also made to the experi- 
mental simulation of the atypical form of angina by 
ligation of a main coronary artery, when a single, large, 
cyanotic, infarcted area appeared, with overlying S-T 
elevation and reciprocal S-T depression in the limb 
leads. An additional experimental study in dogs 
showed that no simultaneous changes occurred in the 
subendocardial electrocardiogram when the epicardium 
was registering S-T depression, suggesting that, con- 
trary to the common view, S-T alterations in classic 
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angina originate in the subpericardial and not the sub- 
endocardial region. Other evidence supporting this 
view is also presented. 

From these observations the authors suggest that 
classic angina may be associated with hypotension and 
consequent myocardial ischaemia in the distal ends of 
the narrowed coronary arteries, and that the wide dis- 
tribution of the epicardial areas with S-T depression 
explains why reciprocal S-T elevation is not seen in the 
limb leads in classic angina. In addition, it is con- 
cluded that the atypical form of angina, or variant angina, 
may be due to a temporary increase of tone in a single 
large coronary artery—a reaction occurring only rarely 
in classic angina. Gerald Sandler 


900. Treatment of Angina Pectoris with Catron (JB516) 
R. KENNAMER and M. PRINZMETAL. American Journal 
of Cardiology [Amer. J. Cardiol.| 3, 542-543, April, 
1959. 3 refs. 


Although iproniazid is effective in the prevention of 
anginal pain, it is liable to produce severe side-effects 
and the authors have therefore tried another monoamine 
oxidase inhibitor, “catron” (JB 516), a hydrazine 
analogue of amphetamine, in the treatment of 31 private 
patients with typical angina uncontrolled by the usual 
methods. In most cases the most satisfactory dosage 
was 6:25 mg. on rising in the morning and again at 
3 p.m., the dose being adjusted according to effects and 
side-reactions. No double-blind trial was attempted. 

In 12 cases there was marked improvement and the 
patients were able to discontinue taking nitroglycerin. 
Moderate improvement occurred in 11 cases, while in 
8 there was no or little change. There was generally a 
delay of several days before signs of improvement 
appeared, when most of the patients became more 
cheerful. Undesirable effects included postural hypo- 
tension in 5 patients, insomnia in 4, an eczematous rash 
in 2, and restlessness in 2, but these reactions rapidly 
cleared on stopping the drug or reducing the dose. 
Myocardial infarction developed in 3 patients, and the 
authors point out that it is important to remember that 
the drug only suppresses pain and has no effect on the 
underlying coronary arterial disease or on the electro- 
cardiographic changes of ischaemia. It is considered 
that catron, like iproniazid, may have some sparing 
effect on noradrenaline released from sympathetic nerve 
endings in the heart. It is stressed that this was a pre- 
liminary trial. David Phear 


901. Small Doses of Iproniazid in the Therapy of Angina 
Pectoris 

S.J. GRAUMAN. American Journal of Cardiology [Amer. 
J. Cardiol.) 3, 544-546, April, 1959. 5 refs. 

Iproniazid (*‘ marsilid ”’) is effective in relieving angina 
pectoris, but has been found to cause many side-effects, 
notably liver damage. In most studies, therefore, the 
aim has been to use the minimum effective dose, but 
reported doses have varied from 75 to 200 mg.’ daily. 
The present author reports that he has achieved satis- 
factory control of severe angina in 13 patients with doses 
of only 10 mg. of iproniazid daily. The beneficial effect 


was usually delayed for up to 10 days; it was associated 
with improvement in mood, and no significant electro- 
cardiographic changes occurred. 

It is suggested that iproniazid acts*'mainly by relieving 
anxiety and depression. Unlike other compounds of 
the amphetamine group, iproniazid produces no harmful 
effect on the blood pressure or cardiac output. 

David Phear 


902. Meprobamate in the Treatment of Angina Pectoris 
H. I. Russek. American Journal of Cardiology [Amer. 
J. Cardiol.| 3, 547-550, April, 1959. 1 fig., 9 refs. 


Although nitroglycerin was for long regarded as pre- 
eminent as a coronary arterial vasodilator, some recent 
trials have shown pentaerythritol tetranitrate (PETN) 
to be effective also. Emotion, including the psychic 
reaction to the angina itself, has a most harmful effect 
on the coronary circulation. It seemed to the author 
reasonable, therefore, to try a combination of an anxiety- 
relieving drug such as meprobamate together with PETN 
in the treatment of angina, and he now describes such a 
double-blind trial in which 2-week courses of a placebo, 
400 mg. of meprobamate alone, 20 mg. of PETN alone, 
and PETN with meprobamate (in the same dose) 
were given to 38 anginal patients who had previously 
responded well to nitroglycerin. In 14 patients who 
had shown a standard electrocardiographic response to 
exercise the effects of the 4 preparations on the electro- 
cardiogram after exercise were compared. 

It was found that meprobamate was more effective 
than the placebo in relieving cardiac pain, while PETN 
showed considerably less effect. The combination of . 
PETN and meprobamate was the most effective of the 
4 regimens. Meprobamate was especially useful in 11 
anxious patients. In the prevention of depression of 
S-T after exercise PETN was slightly more effective 
than meprobamate, but once again the two drugs in 
combination were considerably more efficacious than 
either alone. 

It is concluded that meprobamate is useful in relieving 
the anxiety associated with angina pectoris. 

David Phear 


903. Phenylindandione in Therapy of Coronary Artery 
Disease. Study of Its Long-term Use in Ambulatory 
Patients 

R. M. TANDowsky. American Journal of Cardiology 
[Amer. J. Cardiol.] 3, 551-553, April, 1959. 10 refs. 


The author reports from Hollywood, California, the 
results of a trial of the prolonged administration of the 
anticoagulant drug phenylindandione in the treatment of 
coronary arterial disease in 70 unselected ambulatory 
patients. The maintenance dose given varied from 50 
to 150 mg. daily, and when prothrombin levels of 40 .o 
60% of normal were achieved the patients reported for 
further estimations at fortnightly intervals. The period 
of treatment ranged from 2 to 7 years (average 34 years) 
and the results were compared with those in an equal 
number of similar patients observed for the same length 
of time who received no anticoagulant. 

Of the 70 anticoagulant-treated patients, 9 died, 4 
from congestive heart failure, 2 from syphilitic heart 
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disease (complicated in one case by pulmonary embolism), 
one from uraemia, one from myocardial infarction, and 
one from cerebral thrombosis. In the control group 37 
patients died, 19 of them from myocardial infarction, 
while another 5 suffered non-fatal myocardial infarc- 
tion. Further, 47 of the treated patients were able to 
return to work compared with only 21 of the control 
patients, and 41 of the former group showed electro- 
cardiographic improvement, whereas only 26 of the con- 
trols did so. Minor haemorrhage occurred in only 3 of 
the treated group. 

It is concluded that these results confirm the practich- 
bility and safety of long-term anticoagulant therapy 
with phenylindandione. David Phear 


904. The Renal Circulation and the Functional State of 
Glomerular Filtration and Tubular Reabsorption in Chronic 
Coronary Insufficiency. (TloueuHoe 
H 
y 6onbHEIX C XPOHHYECKOH KOPOHAPHOH 

M. I. ZoLOTOVA-KOSTOMAROVA and M. P. ALTUNJAN. 
Tepaneemuyeckut Apxue [Ter. Arh.] 31, 38-45, April, 
1959. 15 refs. 


The authors have studied the renal circulation and 
function in 20 healthy control subjects and 86 patients 
in various stages of coronary insufficiency, of whom 24 
had angina of effort and 62 angina at rest. In addition 
to routine renal investigations they also determined the 
blood level of creatinine and its concentration index, the 
glomerular filtration and tubular reabsorption rates, 
effective renal circulation, filtration fraction, and minute 
diuresis. 

Among the healthy controls no variation with age 
was observed; nor could any abnormalities be demon- 
strated in patients with angina of effort of 1 to 13 years’ 
duration except during an actual attack, when a diminu- 
tion of minute diuresis (to 0-7 to 0-8 ml.) with a corres- 
ponding increase in the creatinine concentration index 
(107 to 136) and in tubular reabsorption (99 to 99-29%) 
was noted. However, these changes were soon followed 
by an increase in minute diuresis (2-1 to 4-3 ml.) and a 
corresponding fall in the creatinine concentration index 
(30 to 46-5) and in tubular reabsorption (96-4 to 97-7%); 
the filtration fraction was also diminished (to between 
10-2 and 12%) in a number of patients. The same 
pattern of changes appeared with every attack of anginal 
pain. 

The intensity of such changes increased with the 
severity of the clinical picture. Thus in patients with 
angina at rest but without infarction they were similar 
but more intense and more persistent, and two types of 
change could be distinguished: (1) in 8 out of 21 such 
patients renal function did not return to normal until the 
18th to the 22nd day after the attack; (2) in the remaining 
13 patients there was a diminished renal circulation rate 
(300 to 560 ml. per minute), near normal glomerular 
filtration rate (80 to 126 ml. per minute) with conse- 
quently increased filtration fraction (20-4 to 32%), 
somewhat increased reabsorption (98-8 to 99-8%), and 
often simultaneous diminution of minute diuresis (0-7 to 


1-2 ml.). Between 7 and 20 days after the attack the 
glomerular filtration rate was somewhat diminished, 
tubular reabsorption normal or diminished, renal circu- 
lation rate increased (560 to 990 ml. per minute), the 
filtration fraction diminished (6-5 to 13-3%), and the 
minute diuresis returned to normal (0-9 to 1-5 ml.). 
These changes were similar in patients with and those 
without concomitant hypertension. It seems therefore 
that such changes are the result of profound vascular 
reactions occurring during attacks of angina and that 
they involve not only the heart, but also the kidneys 
and probably other organs and tissues. 
S. W. Waydenfeld 


905. Treatment of Cardiac Shock by Metaraminol 
E. M. M. BESTERMAN. British Medical Journal [Brit. 
med. J.| 1, 1081-1083, April 25, 1959. 17 refs. 


Mortality from shock following acute myocardial 
infarction has been reported to be as high as 80%. On 
the other hand in a series of cases treated with pressor 
agents within 3 hours of onset a mortality of only 13% 
has been claimed, while according to various authorities 
noradrenaline treatment has reduced the over-all mor- 
tality to between 40 and 50%. Of the various pressor 
agents available, noradrenaline increases the contractile 
force of the heart without inducing either tachycardia or 
arrhythmia and increases both coronary ‘flow and peri- 
pheral resistance, but must be given by continuous 
infusion. Drugs such as phenylephrine, which increase 
peripheral resistance only, are less effective in the treat- 
ment of cardiac shock. Mephentermine sulphate, which 
exerts a central rather than a peripheral action and causes 
an increase both in coronary flow and in systemic pres- 
sure, has been used successfully by intermittent injection, 
but has the drawback that tachyphylaxis—a progressive 
refractoriness necessitating ever larger dosage—occasion- 
ally develops. Metaraminol bitartrate (‘‘ aramine ”’) 
appears to act directly both on the heart and on the 
peripheral resistance and can be given repeatedly without 
the development of tachyphylaxis. It is effective by sub- 
cutaneous or intramuscular as well as by intravenous 
injection and may therefore prove useful in the domicili- 
ary treatment of cardiac shock, the drip infusion of nor- 
adrenaline being rarely possible in the patient’s own 
home. 

The present author reports his experience at the 
Middlesex Hospital, London, in the treatment of 12 
cases of cardiac shock by the intermittent injection of 
metaraminol, with 6 deaths. Five of the patients, in- 
cluding 3 of those who died, received treatment with 
other pressor agents in addition to metaraminol. Of the 
patients who died, one, who was treated with mephen- 
termine and noradrenaline as well as metaraminol, 
survived for 40 hours, while another responded to pressor 
drugs for 4 hours before death. In the remaining 4 
fatal cases the patient died within 4 hours of the onset of 
shock; one of these patients responded neither to nor- 
adrenaline nor to metaraminol. Nine of the patients, 


including all the survivors, developed shock after ad- ° 


mission to hospital and therefore received treatment 
within 15 to 30 minutes of its onset. Thus with prompt 
treatment the mortality was only 25°%, whereas it was 
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100% in the 3 cases in which shock had lasted for 4 hours 
or more. 

Pressor treatment was started only when the systolic 
blood pressure had fallen to 85 mm. Hg or less, milder 
degrees of hypotension simply reducing the work of the 
heart, and the aim during treatment was to keep the 
systolic pressure below 110 mm. Hg. The initial intra- 
venous dose of metaraminol was not more than 1-25 mg., 
though this often had to be repeated. Intramuscularly, 
2:5 mg. was given. Subsequently the average hourly 
dose was 1:3 mg. in 3 cases and 0-3 to 0-9 mg. in the 
remainder. The frequency of injection was determined 
by the blood pressure, which was measured at 10- or 
15-minute intervals. All but one of the survivors 
required pressor therapy for at least 12 hours, 3 of them 
receiving metaraminol for 24 to 36 hours and one for 
nearly 6 days. No undesirable side-effects were noted. 
The need for prompt treatment of the coincident heart 
failure and arrhythmias is pointed out. In the author’s 
opinion metaraminol is the drug of choice for inter- 
mittent parenteral use in the treatment of cardiac shock. 

A. C. F. Green 


906. Fats, Cholesterol, and Coronary Heart Disease: a 
Review of Recent Progress 


N. Jo.urre. Circulation [Circulation] 20, 109-127, 
July, 1959. 4 figs., bibliography. 


HEART FAILURE 


907. The Effects of Su-5879 (Esidrix) in Congestive 


Heart Failure and Hypertension: a Clinical Evaluation 
M. R. Hesrmancik, G. R. HERRMANN, and F. W. 
Kroetz. American Heart Journal {Amer. Heart J.] 
57, 490-500, April, 1959. 3 figs., 5 refs. ; 

The diuretic effect of hydrochlorothiazide (“ esidrix ”’; 
Su-—5879) was studied at the University of Texas Medical 
Branch, Galveston, Texas, in 39 patients with congestive 
cardiac failure. Of these, 19 were treated in hospital 
and 20 with less severe failure as out-patients. The 
diuretic response was assessed by body weight, urinary 
electrolyte excretion, and blood electrolyte and urea 
nitrogen estimations. A preliminary 3- to 4-day control 
period was employed with each of the 19 in-patients. 
The drug was given in an initial dose of 200 to 300 mg. 
followed in 48 hours by a maintenance dose of 50 mg. 
twice to thrice daily to the in-patients; the out-patients 
received 50 mg. twice daily throughout. 

In the result 16 out of the 19 in-patients had a satis- 
factory diuresis lasting 4 to 14 days with increased 
urinary volume, a threefold increase in urinary sodium 
and chloride excretion, and a less marked increase in 
potassium excretion; there was a corresponding altera- 
tion in serum electrolytes, while in several cases the 
blood urea level rose. Similar satisfactory results were 
obtained with 19 of the 20 out-patients. 

The hypotensive action of hydrochlorothiazide was 
also studied in 13 of the above patients with congestive 
failure who had essential hypertension. Three of these 
were also receiving the hypotensive drug syrosingo- 
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pine, but the others had no other antihypertensive 
medication. In 9 of the 13 cases a satisfactory fall in 
blood pressure was produced. In 9 out of 13 other 
ambulant hypertensive patients not in congestive failure 
but who were also receiving other hypotensive drugs a 
significant reduction in blood pressure followed the 
administration of 50 mg. of hydrochlorothiazide twice 
daily. 

The authors conclude that hydrochlorothiazide is an 
effective oral diuretic in congestive heart failure, being 
approximately 10 times as active as chlorothiazide, 
and that it is also a useful hypotensive agent. A note 
of caution is sounded with regard to two possible side- 
effects in long-term therapy—hypokalaemia and a rise 
in the blood urea nitrogen level. Gerald Sandler 


908. Amisometradine (Rolicton) in the Treatment of 
Congestive Heart Failure 

M. M. Pratts. British Heart Journal (Brit. Heart J.] 
21, 249-254, April, 1959. 3 figs., 7 refs. 

The oral diuretic amisometradine (“ rolicton”’) is a 
relatively non-toxic isomer of aminometradine (‘* mic- 
tine’’). In this paper from the University of Sheffield 
the author reports a clinical trial of the drug in 17 un- 
treated cases of cardiac failure of moderate severity, in 
16 of which its effect was compared with that of mersalyl. 
Amisometradine was given by mouth in doses ranging 
from 400 mg. 12-hourly to 800 mg. 8-hourly, and mer- 
salyl was injected intramuscularly in doses of 2 ml. 
(without ammonium chloride). Nine patients received 
amisometradine first and 7 mersalyl first. 

Since the diuretic response was found to be less 
rapid and slightly more uncertain with amisometradine 
than with mersalyl, the former was considered to be 
more suitable for administration to ambulant patients 
with less severe degrees of heart failure. Mild nausea 
occurred in one-quarter of the cases during treatment with 
amisometradine, but could not be definitely attributed 
to the drug. 

No significant potassium loss was noted in the small 
series of cases treated. J. B. Wilson 


909. Hydrochlorothiazide in the Treatment of Congestive 
Heart Failure 
A. N. Brest and W. Lixorr. American Journal of 


Cardiology [Amer. J. Cardiol.] 3, 144-147, Feb., 1959. 
6 figs. : 


The diuretic effect of hydrochlorothiazide was assessed 
at the Bailey Thoracic Clinic, Philadelphia, in 20 patients 
with congestive heart failure. In 4 of 5 cases not previ- 
ously treated with diuretics congestive failure was com- 
pletely controlled in a period of 3 to 11 days with hydro- 
chlorothiazide in a dose of 50 mg. once or twice daily. 
Three patients who had been in failure and had been con- 
trolled only with the aid of other diuretics (oral or 
parenteral) were given hydrochlorothiazide in a dose of 
50 mg. twice daily, and all were satisfactorily maintained 
without weight gain on the new drug. A further 12 
patients who had been receiving other diuretics without 
control of congestive failure were treated with 50 mg. of 
hydrochlorothiazide thrice daily; the condition in 9 of 
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these was rapidly and completely controlled and in 2 
was improved but not completely controlled, while one 
patient failed to respond. All patients developed mild 
hypochloraemia while they were receiving maintenance 
therapy with hydrochlorothiazide, but there was no 
significant change in serum sodium and potassium levels. 
Three patients complained of nausea, and this necessi- 
tated stopping treatment in one patient. There were no 
deleterious haematological or renal effects ascribable to 
the treatment. Bernard Isaacs 


910. Diuretic Effect of Steroid Therapy in Obstinate 
Heart Failure 

J. N. MIcCKERSON and J. British Medical Jour- 
nal (Brit. med. J.| 1, 876-883, April 4, 1959. 1 fig., 
48 refs. 


Some patients with congestive cardiac failure who have 
ceased to respond to rest and the administration of 
digitalis, a low-salt diet, and diuretics improve when given 
steroids. The authors describe from Charing Cross Hos- 
pital, London, 13 such cases in which marked diuresis 
and improvement followed treatment with prednisolone, 
and present 4 typical case histories. They explain their 
results on the basis of an initial stimulation of adrenal 
and pituitary secretion in heart failure, followed later 
by exhaustion of pituitary function and resultant adrenal 
insufficiency. The marked lassitude which was common 
to all the patients and a tendency towards buccal pigmen- 
tation in some of them were associated with a low blood 
sodium level, a normal or raised potassium level, a 
raised urea level, and depression of urinary 17-keto- 
steroid excretion, these features perhaps indicating the 
type of case likely to respond to treatment with pred- 
nisolone. J. Robertson Sinton 


911. Chlormerodrin: Clinical Effectiveness and Absence 
of Toxicity in Congestive Heart Failure. Report of a 
Four-year Study 

W. A. Lerr and H. E. Nusspaum. British Medical 
Journal [Brit. med. J.] 1, 883-889, April 4, 1959. 7 figs., 
21 refs. 


The authors report from St. Barnabas Hospital, 
Newark, New Jersey, the results obtained with the 
mercurial diuretic chlormerodrin (3-chloromercuri-2- 
methoxypropylurea; ‘‘ neohydrin”’), which can be ad- 
ministered by mouth in frequent and relatively small 
doses. It was used for the control of oedema in 48 
cases of congestive heart failure, and in a dosage of 2 to 
4 tablets daily, each containing 10 mg. of metallic 
mercury, successfully kept most of these patients free 
from oedema for periods up to 4 years without causing 
any signs of mercury intoxication. 

At necropsy on 3 of the 8 patients who died from 
complications of the original disease no evidence of 
renal, hepatic, or cardiac damage due to mercury was 
found. Indeed, despite the fact that from 20 to 60 g. 
of mercury had been administered over this period the 


renal concentration of mercury was only of the order of~ 


10 mg. per 100 g. of dry tissue. Some patients required 
supplementary injections of another mercurial diuretic 
(meralluride) every 3 or 4 months, while an additional 


5 patients treated during the same period developed 
gastro-intestinal symptoms—nausea, loss of appetite, 
vomiting, and diarrhoea—and were withdrawn from the 
study as being intolerant of oral mercurials. The 
authors conclude that this investigation disproves the 
fear of ** an inorganic mercury effect ’’ from the retention 
of massive cumulative doses of parenteral and oral 
organomercurials. J. Robertson Sinton 


912. Heart Failure in Patients with High Blood Pressure 
J. N. MIcKerson. British Heart Journal (Brit. Heart J.] 
21, 218-224, April, 1959. 21 refs. 


The clinical records of 341 patients with hypertension 
admitted to Charing Cross Hospital, London, in cardiac 
failure were examined with a view to determining in 
what manner their failure developed. A cause of failure 
in addition to the hypertension was found in all but 10, 
the precipitating diseases falling into two categories— 
renal (79 cases) and non-renal (252 cases). Cardiac 
ischaemia accounted for 172 cases. 

While the presence of a renal lesion caused a mortality 
of 42°%, the average age at death being 54 years, in the 
non-renal group the mortality was only 21% and death 
occurred at an average age of 66 years. The mortality 
was 30-5°% among patients with a diastolic blood pressure 
above 130 mm. Hg and 24-:1% among those whose 
pressure was below this level; the former included a 
relatively far higher proportion of patients with renal 
disease than did the latter. 

It will be seen therefore that high blood pressure 
alone was an infrequent cause of cardiac failure in this 
series, some additional factor such as myocardial injury, 
respiratory disease, or renal lesions being required to 
initiate it. The higher mortality associated with a high 
diastolic blood pressure was considered to be due to 
the more frequent presence of a renal lesion in such cases 
and not merely to the height of the blood pressure. 

J. B. Wilson 


913. Haemodynamic Changes during Acute Pulmonary 
Oedema. [In English] . 


Z. FesFar, J. FesFAROVA, K. BERGMANN, and J. Brop. 
Cardiologia (Cardiologia (Basel)| 34, 233-247, 1959. 
6 figs., 18 refs. 


At the Institute for Cardiovascular Research, Prague, 
the authors followed the course of attacks of acute pul- 
monary oedema in 9 patients. The main diagnosis in 
4 of these was mitral stenosis; the others had myxoma 
of the left auricle, mitral regurgitation, aortic regurgita- 
tion, hypertension, and ischaemic heart disease respec- 
tively. Cardiac output was measured by the direct Fick 
method. A double-lumen catheter was inserted into 
the pulmonary artery, allowing simultaneous measure- 
ment of pulmonary arterial and capillary venous pres- 
sures. Renal blood flow was deduced from PAH 
clearance. 

During the development.of pulmonary oedema there 


was a rise in pressure throughout the right ventricle and ~ 


pulmonary bed. Cardiac output fell in 8 cases; pulse 
volume fell in all. Despite the lower cardiac output, 
consumption and tissue utilization of oxygen increased 
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—probably owing to hyperventilation. Arterial oxygen 
saturation gradually decreased and renal blood flow fell 
markedly. During recovery from an attack the above 
changes were reversed—trenal flow rose early, sometimes 


with a diuresis; the low arterial oxygen saturation 


lasted several hours. The changes in mitral stenosis 
were similar to those seen in left-sided cardiac failure. 
D. Goldman 


914. The Effect of Body Position Change on Lung Com- 
pliance in Normal Subjects and in Patients with Congestive 
Heart Failure 

J. T. SHarp. Journal of Clinical Investigation [J. clin. 
Invest.] 38, 659-667, April, 1959. 8 figs., 21 refs. 


At the Buffalo General Hospital, New York, changes 
in lung volume and in the resilience of the lungs were 
studied in the sitting and prone positions in 8 healthy 
subjects and in 7 patients with congestive cardiac failure, 
differential pressures in the oesophagus and mouth 
being recorded electrically during momentary interrup- 
tions of the airflow in quiet and forced respiration. 

In healthy subjects no change in lung compliance was 
noted, but there was a constant, though small, reduction 
in expiratory residual volumes. During periods of 
heart failure patients showed a definite decrease in the 
elasticity of the lungs and a significant reduction in the 
already reduced expiratory residual volume. It was 
noted that during deep breathing the lungs of patients 
in heart failure returned to their original size more slowly 
during expiration than they did when the failure had 
been successfully treated. J. Robertson Sinton 


HYPERTENSION 


915. Effects of Chlorothiazide on Specific Renal Func- 
tions in Hypertension 

A. C. Corcoran, C. MACLEOD, H. P. Dustan, and I. H. 
PaGe. Circulation [Circulation] 19, 355-359, March, 
1959. 13 refs. 


The effect of chlorothiazide on renal function in a 
group of 15 hypertensive patients was investigated at the 
Cleveland Clinic Foundation, Cleveland, Ohio. Of 
these patients, 11 were studied before and after a course of 
chlorothiazide in a dose of 1 g. twice daily by mouth for 
3 to 14 days, and 4 others were studied before and one 
hour after the intravenous injection of 0-5 g. of the drug. 
The main findings were: no change or slight decrease in 


effective renal plasma flow; decrease in glomerular - 


filtration rate; decrease in osmolar clearance; reduced 
rate of sodium excretion, but unchanged percentage 
of filtered sodium reabsorbed; increased potassium 
clearance; rise of venous haematocrit ratio; fall of 
serum osmolarity; rise in blood urea level; and no 
change in serum creatinine concentration. 

The authors point out that the changes in renal func- 
tion induced by chlorothiazide resemble those caused by 
a low-sodium diet. The primary basis for the change 
in renal reabsorptive function after chlorothiazide treat- 
ment may, however, be increased osmolarity of renal 
extracellular fluid in the regions of active water transport. 
U 
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The rise in the blood urea level seemed to be greater 
than would be predicted from the decrease in filtration 
rate, suggesting that chlorothiazide may have induced 
increased reabsorption of urea or stimulation of ammonia 
formation in the kidney. 

[The original should be consulted for the detailed data 
and close-knit argument.] Bernard Isaacs 


916. A Mechanism of Chlorothiazide-enhanced Effective- 
ness of Antihypertensive Ganglioplegic Drugs 

H. P. Dustan, G. R. CummINnG, A. C. Corcoran, and 
I. H. Pace. Circulation [Circulation] 19, 360-365, 
March, 1959. 2 figs., 18 refs. 


In this report from the Cleveland Clinic Foundation 
are described experiments on 11 hypertensive in-patients, 
9 of whom were given chlorothiazide by mouth in a dose 
of 1 g. daily for 4 to 6 days and 2 received a single intra- 
venous injection of 500 mg. of the drug. In both 
groups observations before and after treatment were 
made of the blood pressure, plasma volume, serum 
electrolytes, heart size, and cardiac output. In 7 the 
response to tetraethylammonium chloride (TEAC) was 
observed before and after chlorothiazide administration. 
After “ prolonged ” treatment with chlorothiazide there 
was a fall in plasma volume, reduction in heart size and 
cardiac output, and a slight rise in peripheral resistance. 
Chlorothiazide increased the hypotensive response to 
TEAC, but did not influence the effect of the latter in 
reducing cardiac output. During chlorothiazide therapy 
there was also a fall in serum sodium level, a reduction 
of blood pressure, and a loss of weight. 

The authors consider that their results support the 
concept that the primary factor in determining enhance- 
ment by chlorothiazide of the antihypertensive action of 
ganglioplegic drugs is contraction of plasma volume, 
partially compensated for by increased vasomotor tone. 
Against the alternative view that sodium depletion by 
chlorothiazide may be the factor responsible they cite 
one experiment in which the intravenous infusion of 
500 ml. of salt-free dextran during chlorothiazide-induced 
oligaemia restored the cardiac output and arterial 
pressure to control levels. Bernard Isaacs 


917. Depressive Reactions in Hypertensive Patients: a 
Comparison of Those Treated with Rauwolfia and Those 
Receiving No Specific Antihypertensive Treatment 

R. M. Quetscu, R. W. P. Acuor, E. M. Livin, and 
R. L. Faucett. Circulation [Circulation] 19, 366-375, 
March, 1959. 18 refs. 


In an attempt to define the relation between rauwolfia 
preparations and mental depression the authors have 
examined the records of 387 patients treated at the Mayo 
Clinic for hypertension during the years 1954 and 1955. 
Of 185 patients who received no specific drug treatment, 
9 experienced a depressive reaction, which was “* moder- 
ately severe ’’ or “ severe” in 6; but among 202 patients 
treated with preparations of rauwolfia either alone (154 
patients) or in combination with other antihypertensive 
agents (48 patients) there were 53 cases of depression, 21 
of these being moderately severe or severe. Depressive 
reactions occurred regardless of the preparation of 
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rauwolfia used, and there was no evidence that any other 
hypotensive drug increased the tendency to cause de- 
pression. The average dose of rauwolfia, expressed as 
mg. of reserpine or equivalent, in those patients who 
suffered severe depressive reactions was 0-62 mg. daily. 
Many patients took larger doses for long periods with- 
out becoming depressed, and no depressive reactions 
were seen in patients taking less than 0-2 mg. daily. 
Although 60% of depressive reactions occurred within 
the first 6 months of treatment, 119% came on after more 
than one year of treatment. Depression occurred during 
treatment in 11 of 19 patients who gave a previous 
history of mental depression. On the other hand as 
many as 23°% of patients with no previous history of 
mental depression developed a depressive reaction while 
receiving rauwolfia. The occurrence of depression 
during rauwolfia treatment was not related to the age or 
sex of the patient, the level of the blood pressure, the 
degree of cardiac or retinal damage, or the efficacy of 
the drug in lowering blood pressure. 

As a result of their investigations the authors are 
opposed to the treatment with rauwolfia of hypertensive 
patients with a history of mental depression and advo- 
cate its restricted use, if not its avoidance, in cases of 
hypertension without such a history. Bernard Isaacs 


918. The Prognosis in Essential Hypertension 

H. S. MATHISEN, D. JENSEN, E. LOKEN, and H. LOKEN. 
American. Heart Journal [Amer. Heart J.) 57, 371-382, 
March, 1959. 8 figs., 17 refs. 


A knowledge of the prognosis in patients with essen- 
tial hypertension is important not only for assessing the 
results of different forms of treatment, but also in regard 
to life insurance. Many previously reported series have 
included cases of secondary hypertension, particularly 
with renal involvement, and have consequently shown a 
high mortality. 

In the present report from the Menighetsséster- 
hjemmets Klinikk, Oslo, the authors record the out- 
come in 290 hypertensive patients aged less than 46 
years of age who were followed up over an average 
period of 16 years. These patients, 179 women and 111 
men, had been treated in various hospitals in Oslo up 
to 1944 for different ailments, and the hypertension had 
been discovered incidentally. At that time all had a 
maximum systolic blood pressure of 160 mm. Hg or 
more or a maximum diastolic level of 95 mm. Hg or 
more, the mean age of the women being then 38 years 
and of the men 37 years. The peak level of lowest 
blood pressure was in the range 140/90 to 180/110 
mm. Hg. All cases with complications affecting the 
prognosis or with secondary hypertension were excluded 
from the survey. None of the patients had received 
hypotensive treatment and they were examined several 
times, the last time in 1957. 

In 1951 52 women and 46 men had already died, most 
of them as a result of hypertensive disease. At the 1957 
follow-up all but 5 patients were traced, by which time 
76 women (42% of the original series) and 64 men (58%) 
had died, leaving 145 survivors, 102 women and 43 men. 
The 140 deaths were attributed to a cerebral cause in 
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55°%, a cardiac cause in 24%, a renal cause in 12%, and 
to miscellaneous causes in 99%. The authors suggest 
that the high proportion of cerebrovascular deaths 
probably reflects the lower mean age of the patients in 
this series compared with other reported series, for heart 
failure had not yet developed. Among the cardiac 
causes, heart failure was twice as common as myocardial 
infarction. 

It is pointed out that the prognosis was much better 
in patients with “ labile ”’ diastolic hypertension, that is, 
those whose diastolic blood pressure fell below 95 mm. Hg 
as a result of bed rest and sedation. Thus in this group 
the death rate expressed as “‘ the number of dead per 
1,000 observation years”’ was 8-3 for women and 20:3 
for men, these rates being about the same as those in the 
general Norwegian population of this age. The death 
rate per 1,000 observation years for stable diastolic 
hypertension on the other hand was about 5 times 
greater, namely, 47-3 for women, and 99-8 for men. 

David Phear 


919. ‘* Peripheral Resistance ’’ in Hypertension follow- 
ing the Abolition of Local Sympathetic Tone 

F. S. Cativa, J. F. HARRIs, and R. H. Lyons. Circula- 
tion [Circulation] 19, 564-569, April, 1959. 2 figs., 
22 refs. 


In an investigation of the part played by the sympa- 
thetic nervous system in the production of increased 
peripheral resistance in hypertension the blood flow 
in the toe was measured by plethysmography before and 
after posterior tibial nerve block in 22 normotensive and 
43 hypertensive patients at the Veterans Administration 
Hospital, Syracuse, N.Y. Mean arterial pressure was 
taken as the average of the systolic and diastolic brachial 
readings (obtained by auscultation) and peripheral resist- 
ance was calculated by dividing the mean blood pressure 
by the rate of blood flow. 

Peripheral resistance in the normotensive group fell 
to low levels after nerve block (from a mean control 
value of 143 units to a mean of 8 units). Control values 
for flow were normal in the hypertensive patients, so that 
calculated resistance was higher (mean 332 units). In 
30 of these patients vascular relaxation after nerve block 
was as complete as in the healthy subjects (mean resist- 
ance 9 units), but in 13 it was only partial (mean 22 units). 
Clinical and laboratory data suggested that these 13 
were suffering from a more severe form of hyper- 
tensive disease, as evidenced by retinopathy and impair- 
ment of renal function. Moreover, during a 3-year 
follow-up period half [sic] of these patients died com- 
pared with only 2 of the remaining 30 patients. 

It is suggested that structural vascular changes in 
severe hypertension may account for failure of local 
sympathetic block to produce complete vasodilatation. 

S. G. Owen 


920. 


Russian Research on Arterial Hypertension. [Re- _ 
view Article] 


E. SIMONSON and J. BROZEK. Annals of Internal Medicine 


[Ann. intern. Med.] 50, 129-193, Jan., 1959. 


14 figs., 
bibliography. 
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921. Natritional Megaloblastic Anemia Associated with 
Sickle Cell States 

U. Jonsson, O. S. Roatu, and C. I. F. KirKPATRICK. 
Blood [Blood] 14, 535-547, May, 1959. 6 figs., 31 refs. 


The cases of 3 patients, 2 of whom were pregnant, 
suffering from a severe degree of anaemia due primarily 
to sickle-cell disease or sickle-cell—-haemoglobin-C disease 
have been studied in detail at the University of Miami 
School of Medicine, Florida. All 3 had a megaloblastic 
anaemia (confirmed by bone-marrow biopsy), which 
responded to folic acid. The reticulocyte response 
varied from 9 to 40%, and in the 2 pregnant patients 
further marrow biopsies showed that normoblastic 
erythropoiesis had returned. 

The authors review other cases of megaloblastic 
anaemia occurring in conjunction with haemolytic 
anaemia reported. in the literature since 1935. Since 
criteria of diagnosis vary, they included only those 
patients in whom there was a reticulocyte response and 
subsequent improvement in blood values in response to 
treatment with folic acid or vitamin B;2. Only 13 such 
cases were found; in 4 of these all or most of the diag- 
nostic criteria of true pernicious anaemia were fulfilled, 
and the authors therefore assume that these cases must 
represent rare examples of the coincidental occurrence of 
two types of anaemia. In several of the other reported 
cases the patient was pregnant. This combination of 
megaloblastic anaemia and haemolytic anaemia, especi- 
ally where there is an associated condition such as preg- 
nancy, suggests that haematopoietic substances like 
folic acid are utilized more rapidly when erythropoiesis 
is accelerated. 

[This conclusion is one with which many British wor- 
kers would agree, especially those who have the oppor- 
tunity to study large numbers of pregnant women.] 

R. F. Jennison 


922. Gastric Proteolysis in Disease. I. The Proteolytic 
Activity of Gastric Juice from Patients with Pernicious 
Anaemia 

W. H. Taytor. Journal of Clinical Pathology [J. clin. 
Path.] 12, 210-214, May, 1959. 2 figs., 34 refs. 


An investigation was carried out at the Radcliffe 
Infirmary, Oxford, to determine whether the gastric 
juice in pernicious anaemia contains different enzymes 
from normal gastric juice or different proportions of 
normal enzymes. Proteolytic pH-activity curves were 
obtained by the technique previously described by the 
author (Analyst, 1957, 82, 488). Below pH 5-0 only 
one out of 23 patients exhibited a normal curve with two 
proteolytic maxima in the pH ranges 1-5 to 2-4 and 3-3 
to 4-0. The remaining patients could be divided into 
three main groups: (1) 3 patients secreting inactive 
juice, probably due to complete atrophy of the fundic 
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and pyloric glands; (2) 4 patients showing the pyloric 
type of activity, indicating that the pyloric mucous 
membrane was preserved; and (3) 13 patients showing 
a single maximum, possibly due to the elaboration and 
secretion of abnormal enzymes. The single maximum 
occurred in 5 of the 13 patients in Group 3 at a pH above 
4-0 and thus at a point where normal gastric proteo- 
lytic activity declines rapidly. Only 13 of the 23 patients 
showed proteolytic activity at pH 2-0, but when activity 
was sought at pH 2:6 to 5-0 it was found in 20 of the 
patients. 

The histamine-stimulated gastric juice of 15 patients 
was studied between pH 5 and 8; only one failed to show 
proteolytic activity. Maxima occurred in 3 patients at 
PH 6% to 7-1 and in 8 at pH 7-6. In normal subjects 
maxima occur in the same pH range, but more often 
between and 7:1 

The most probable explanation of these abnormal pH- 
activity curves is that the gastric mucous membrane in 
pernicious anaemia may secrete abnormal proteinases 
—that is, enzymes which are different in chemical struc- 
ture from the two normal pepsins. 


A. W. H. Foxell 


923. Thalassaemia in Liberia ' 
E. B. OLESEN, K. OLESEN, F. B. LiviNGsTONE, F. COHEN, 
W. W. ZueELzer, A. R. RosINson, and J. V. NEEL. 
British Medical Journal [Brit. med. J.) 1, 1385-1387, 
May 30, 1959. 3+-figs., 12 refs. 


In this paper 2 cases of atypical thalassaemia in 
Liberian children are described. In one of them haemo- 
globins A and F were found, but the specimen was too 
small in amount to determine whether haemoglobin A2 
was increased and the parents of the child were not 
available for study. The second child had died when 
haemoglobin studies were started, but blood specimens 
and blood films from the parents, a sibling, 3 paternal 
uncles, and 2 maternal uncles were examined. The 


_ father had a blood picture characterized by marked 


leptocytosis, target cells, and numerous irregularly shaped 
microcytes. The same picture was seen in the deceased 
child’s sister. Both father and sister were mildly anaemic 
and showed an increase in alkaline-resistant haemoglo- 
bin, the amount of this fraction being 44° in the father 
and 35% in the sister—so large, indeed, that it prevented 
an accurate estimation of haemoglobin A>. A brother 
of the father showed a suggestive abnormality of erythro- 
cytes, but there was no increase in the amount of haemo- 
globin A>. In the mother the haemoglobin-A2 level was 
found to be raised, but there was no foetal haemoglobin. 
The authors suggest that the father and the sister of the 
deceased child were heterozygotes for classic thalass- 
aemia and for another gene which causes a rise in haemo- 
globin-F and suppression of haemoglobin-A production 
without morphological changes. The second condition 
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has been seen in West Africa in a number of cases and is 
inherited as a dominant trait. [The abstracter has termed 
it non-microcythaemic thalassaemia ”’.] 

A survey of Liberian blood samples has shown that 
of 98 specimens examined, an increased amount of hae- 
moglobin A> was present in 11. At the moment it would 
appear legitimate, according to the authors, to accept 
that at least some of the tribes of south-eastern Liberia 
are distinguished by a relatively high frequency of the 
thalassaemia gene or a gene behaving similarly to 
that of classic thalassaemia. H. Lehmann: 


924. Bleeding Tendency in Uremia 

J. A. O’Grapy. Journal of the American Medical 
Association [J. Amer. med. Ass.] 169, 1727-1730, April 11, 
1959. 14 refs. 


It has long been known that chronic renal failure is 
often associated with a tendency to abnormal bleeding. 
At the Veterans Administration Hospital, Jackson, 
Mississippi, the haemostatic mechanism in chronic renal 
failure was studied in 65 male patients, 49 of whom had 
a blood urea nitrogen level of over 50 mg. per 100 ml. 
A series of tests were carried out to determine the whole- 
blood coagulation time in glass and silicone, the one- 
stage prothrombin time (Quick), prothrombin consump- 
tion, and the platelet count; in some of the cases throm- 
boplastin generation, clot retraction, and capillary 
fragility were also studied. In 23 of the patients serial 
estimations were carried out, usually during progressive 
increase in the blood urea nitrogen level. 

No impairment of clot retraction could be demon- 
strated in any of the patients and no single test gave 
consistently abnormal results. There was, however, a 


rough correlation, a greater number of abnormal results 
being obtained when the blood urea-nitrogen level was 
high. The one-stage prothrombin time was prolonged 
in about half the patients, the platelet count was low in 
about one-third, and prothrombin consumption was 


defective in one-quarter. In about 10% of 102 complete 
series of tests the whole-blood clotting time in silicone 
was prolonged. 
The author suggests that the bleeding tendency in 
uraemia may be due to a qualitative defect in the platelets. 
A. §. Douglas 


925. Hemophilia B (PTC Deficiency, or Christmas 
Disease) 

A. J. Quick and C. V. Hussey. A.M.A. Archives of 
Internal Medicine [A.M.A. Arch. intern. Med.] 103, 
762-775, May, 1959. 3 figs., bibliography. 


This paper from Marquette University School of 
Medicine, Milwaukee, describes the clinical, laboratory, 
genetic, and therapeutic findings in 24 cases of Christmas 
disease. [For details of the laboratory techniques em- 
ployed the original paper should be consulted.] The 
authors stress the value of the prothrombin consumption 
test on whole blood, with and without the addition of 
heated rabbit brain extract, haemolysate from erythro- 
cytes, and aged normal serum. They also determined the 
whole-blood coagulation time and performed the throm- 
boplastin generation test. 
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The authors confirm what has previously been estab- 
lished, namely, that the hereditary pattern is of the sex- 
linked recessive type. The over-all severity of the disease 
is rather less than in haemophilia. True haemophilia 
(antihaemoglobulin deficiency) was found to be about 


five times more common than Christmas disease (120 


cases to 24 respectively). The authors conclude that the 
factor which corrects the defect is abundantly present in 
normal serum, but not in plasma, though they suggest 
that it may be present there in an inactive state. 
Christmas disease was differentiated from true haemo- 
philia by the thromboplastin generation test and also 
by the prothrombin consumption technique. In the 
latter technique the addition of erythrocyte haemolysate 
plus aged normal serum corrected the defective rate of 
prothrombin utilization in Christmas disease, but not in 
haemophilia. A. S.Douglas 


926. Autologous Bone Marrow Infusion as an Adjunct 
in Therapy of Malignant Disease 

W. McFarLAnp, N. B. GRANVILLE, and W. DAMESHEK. 
Blood [Blood] 14, 503-521, May, 1959. 9 figs., 18 refs. 


Because of the difficulties associated with transfusions 
of heterologous bone marrow as an adjunct to the treat- 
ment of malignant disease the authors describe from 
Tufts University School of Medicine, Boston, a trial in 
which the patients’ own marrow was used. The marrow 
was withdrawn from both iliac crests, between 130 and 
150 ml. being obtained, and the marrow cells kept in 
tissue culture fluid containing penicillin and strepto- 
mycin for 24 hours. During this time the 5 patients, 
of whom 3 had lymphosarcoma and 2 had Hodgkin’s 
disease, were given large doses of mustine hydrochloride 
(nitrogen mustard), varying from 0-8 to 1-4 mg. per kg. 
body weight, to a total of 80 mg. The autologous 
marrow was then reinjected intravenously. 

All 5 patients withstood the marrow aspiration and 
mustine therapy without serious ill effect. Two of 
them experienced a rigor after the infusion of the marrow, 
but there was no evidence of pulmonary emboli or of 
infection of the preserved marrow. Nevertheless, 2 
patients died from inféction, one from pneumonitis on 
the 19th day and one from meningitis on the 11th day. 
The other 3 patients had remissions varying from 24 
weeks to 2 months. In the 2 patients with lymphosar- 


‘coma the large tumour mass rapidly decreased in size 


within 48 hours. In regard to the effect of mustine on 
the blood cells the reticulocytes disappeared first, fol- 
lowed by the leucocytes, and lastly plateleis; during 
regeneration the leucocytes reappeared first, the platelets 
next, and finally the reticulocytes. The peripheral 
blood elements returned to normal values in about one 
month, but, as the authors remark, whether this period 
was shorter than would have occurred without adminis- 
tration of autologous marrow can only be surmised. 
They suggest that the method merits further trial. 
R. F. Jennison 


927. Treatment of Leukemia. [Review Article] 

H. D. DiamMonp. CA. A Bulletin of Cancer Progress 
[CA (N.Y.)] 9, 54-59, March-April, 1959. Biblio- 
graphy. 
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with Chronic Pulmonary Disease 

B. L. CuHarms, B. L. BROFMAN, and A. ADICOFF. Ameri- 
can Journal of Medicine [Amer. J. Med.] 26, 527-533, 
April, 1959. 2 figs., 15 refs. 


A pulmonary artery may be occluded by inflating in 
its lumen a cuffed cardiac catheter, and this procedure is 
of value in deciding whether pneumonectomy is practic- 
able in cases of pulmonary disease. Alternatively, it 
can be shown whether pulmonary aeration can be in- 
creased by resection in cases where diseased lung is 
acting as a simple shunt. In a study of 5 patients with 
‘ocalized or generalized disease of the lung at Mount 
Sinai Hospital, Cleveland, Ohio, first one and then the 
other pulmonary artery was occluded. It was confirmed 
ihat cutting off the arterial supply to an area of poor 
ventilation improved arterial oxygen partial pressure. 
Conversely, occluding the artery to the sound lung 
decreased arterial oxygen pressure and saturation. 
Changes in cardiac output, pulmonary arterial pressure, 
and respiratory minute volume followed the variations 
in arterial oxygen content. 

Pulmonary arteriolar and total pulmonary resistances 
were calculated by measuring the pressure distal to an 
occluding balloon. These results were not always the 
same as those obtained by wedging a catheter in the 
arterial lumen. Increase in blood flow following 
occlusion of the contralateral artery produced a smaller 
increase in resistance than was calculated. 

_D. Goldman 


929. Dyspnoea and Respiratory Work. (Dyspnoe und 
Atemarbeit) 

P. H. Rossiter and A. BUHLMANN. Schweizerische medi- 
zinische Wochenschrift [Schweiz. med. Wschr.| 89, 543- 
548, May 23, 1959. 5 figs., 12 refs. 


Respiratory work was determined [at the Medical 
Clinic of the University of Ziirich] by measurement of 
intraoesophageal pressure and pneumotachography at 
ventilatory volumes ranging from 5 to 125 litres per 
minute in 7 healthy young males during physical exercise 
on a bicycle ergometer and during voluntary hyperven- 
tilation. 

As the ventilatory volume increases from 10 to 100 
litres per minute the respiratory work per litre shows an 
approximately linear rise which reflects the progressive 
increase of flow resistance, while the respiratory work 
Per minute increases exponentially and calls for a com- 
mensurate rise in oxygen consumption by the respiratory 
muscles. Since the relationship between ventilation and 
oxygen uptake is approximately linear, while respiratory 
work rises exponentially with increasing ventilatory 
volumes, a critical point will be reached with large 
ventilatory volumes at which the oxygen uptake will be 
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928. Differential Pulmonary Artery Occlusion ini Patients. 
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mainly consumed by the muscles of respiration, so that 
the body will not benefit from any further increase in 
ventilation. For normal individuals this point is reached 
when the ventilatory volume is between 130 and 140 
litres per minute. Such ventilatory volumes can there- 
fore be attained or exceeded only during voluntary 
hyperventilation, and-not during physical exercise. The 
alveolar carbon dioxide tension (pCO>) falls with increas- 
ing voluntary hyperventilation up to a ventilatory volume 
of 60 to 70 litres per minute. Beyond this point the 
appreciable rise in carbon dioxide production by the 
muscles of respiration prevents a further fall in pCO2. 
In certain pathological conditions, such as obstructive 
emphysema, respiratory work is already elevated at 
rest. The critical point will therefore be reached at a 
much lower ventilatory volume than in the normal sub- 
ject and the fall in arterial and alveolar pCO, during 
voluntary hyperventilation will be much smaller. In 
these conditions the increased respiratory work at rest 
causes a Statistically significant elevation of the basal 
metabolic rate. 
Dyspnoea can thus be objectively assessed in terms of 
ventilatory mechanics, and may be defined as “* percep- 
tion of increased respiratory work ”.—[From the authors’ 
summary.] 


930. The Bronchi in Old Age. (I bronchi nei vecchi) 
A. Ferraris. Giornale italiano della tuberculosi [G. ital. 
Tuberc.] 13, 63-71, March-April, 1959. 3 figs., 26 refs. 


In this study reported from the University of Genoa, 
which was based on the results of 1,497 bronchoscopies 
and 259 bronchographies performed on 329 patients 
over the age of 55, of whom 250 were men, the authors 
sought to observe how far the trachea and bronchi are 
affected by the atrophic and degenerative changes that 
characterize old age. 

The main findings were as follows. (1) In atrophic 
bronchopathy the tracheo-bronchial mucosa becomes 
pale and translucent, so that anthrocotic patches may 
even be visible through it. The rings of cartilage become 
more obvious, the intercartilaginous spaces deeper, 
bronchial crypts and niches become conspicuous, and 
in general the various tracheal and bronchial projections 
seem sharper. There is an apparent increase in the 
calibre of the trachea, bronchi, and bronchiolar open- 
ings. Typically these findings are diffuse in their 
distribution, but they may sometimes be localized. (2) 
The condition described as ‘“ bronchorrhoeal bron- 
chopathy ”’, in which there is vascular congestion and 
thickened mucosa, affords a sharp contrast. Here 
inflammation leads to retention of seropurulent 
secretion, especially in the basal segmental bronchioles. 
(3) The above condition may supervene on pre-existing 
atrophy, so that a mixed picture is seen. (4) Displace- 
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ments of the trachea and bronchi appear to be more 
common in the aged. These are thought to be due to 
the pull of contracting scar tissue following chronic 
disease such as tuberculosis. (5) The bronchi may 
exhibit inequalities of calibre and tortuous ramifications, 
although true bronchiectasis is rare. There may, how- 
ever, be some “ rosary-bead”’ dilatations, particularly 
in atrophic cases. (6) Compression of the respiratory 
passages by lymph-node enlargement, not uncommon in 
old age, may give a false impression of neoplasm. These 
effects may be still more obvious when there is also 
present the not uncommon state of softening of the 
distal part of the trachea and the proximal portions of 
the principal bronchi. 

However, many and varied conditions may affect the 
respiratory tract in old age, and it is therefore impossible 
to define a typical picture. What does emerge is that a 
bronchitis, apparently clinically diffuse, may in fact be 
localized to one or more foci, and such foci may be 
accessible to the local application of antibiotics. [This 
observation adds a new chapter to modern bronchology.] 

A. C. F. Green 

931. Solitary Pulmonary Nodules Found in a Community- 
wide Chest Roentgenographic Survey. A_ Five-year 
Follow-up Study 

S. M. Ho in, R. E. Dwork, S. GLAser, A. E. RIKLI, 
and J. B. STOCKLEN. American Review of Tuberculosis 
and Pulmonary Diseases [Amer. Rev. Tuberc.] 79, 427- 
439, April, 1959. 3 figs., 37 refs. 


During 1949 a mass radiography survey was carried 
out in Cuyahoga County (which includes the city of 
Cleveland), Ohio, in which 65°% of the adult population 
were examined. A panel of experts accepted a total of 
666 films as showing single pulmonary nodules of more 
than 10 mm. diameter. At the end of 5 years 3% of the 
nodules had been proved malignant and 9% tuberculous. 
A small excess of deaths in the group with nodules was 
entirely accounted for by the malignant cases. Whereas 
in the group as a whole the finding of a single nodule was 
of little adverse significance, men over 45 with a nodule 
more than 40 mm. across and showing no sign of 
calcification had a one-in-three chance of dying of a 
malignant growth. P. Mestitz 


932. Pulmonary Function Tests and Their Clinical 
Applications. [Review Article] 

C. K. FRIEDBERG. Progress in Cardiovascular Disease 
[Progr. cardiov. Dis.] 1, 251-267, Feb., 1959. 1 fig., 
31 refs. 


933. Pulmonary Abscess: .a Study of 70 Cases 
D. N. Pickar and W. F. Ruorr. Journal of Thoracic 


Surgery [J. thorac. Surg.| 37, 452-459, April, 1959. 
5 refs. 


At the Veterans Administration Hospital, Louisville, 
Kentucky, 70 cases of primary pyogenic pulmonary 
abscess in male patients were treated between 1948 and 
1958, and in this paper these cases are reviewed in rela- 
tion to the chief symptoms, bacteriological type, cavity 
size, and site. Cough was present in 87%, purulent 
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sputum in 74%, chest pain in 51%, haemoptysis in 46%, 
and weight loss and fever in 35-79% each. The out- 
standing bacteriological type was streptococcal (68°%). 
In general, treatment was primarily medical in all cases, 
consisting in supportive measures, postural drainage, 
and penicillin, given in a dosage of 100,000 units of 
crystalline penicillin 3-hourly or 600,000 units of pro- 
caine penicillin twice daily. The clinical response and 
bacteriological sensitivity determined the use of other 
antibiotics as required. Of 44 patients so treated, 21 
responded to penicillin alone, while 12 more required 
the addition of tetracycline and 3 of streptomycin. In 
4 cases with infection due to Friedlander’s bacillus or 
resistant staphylococcal infection the abscess healed 
under the influence of chloramphenicol, while in 3 
more it resolved spontaneously without antibiotics; 
one patient received streptomycin and isoniazid. There 
were 5 deaths in this group of 44, in most cases associated 
with concomitant disease. 

When no further clinical or radiological response to 
medical treatment was obtained (18 cases), or when 
carcinoma was suspected (5 cases), or when bronchiec- 
tasis or other complications were present (3 cases), 
surgical resection was advised. Of the 26 patients 
subjected to operation, 7 died, 3 of these being among the 
4 undergoing pneumonectomy. 

In conclusion the authors stress that in spite of modern 
methods of treatment pulmonary abscess remains a 
serious disease; in this series of cases the mortality 
was 17% and in their experience there is often prolonged 
morbidity. C. A. Jackson 


934. The Coexistence of Primary Lung Cancer and 
Other Primary Malignant Neoplasms 

C. G. Moertet, H. A. ANDERSEN, and A. H. BAGGEN- 
stoss. Diseases of the Chest [Dis. Chest] 35, 343-347, 
April, 1959. 1 fig., 5 refs. 


In this paper from the Mayo Clinic the authors draw 
attention to the possibility of an apparently metastatic 
tumour in the lung being in fact an independent primary 
new growth—that is; to the coexistence of a primary 
lung cancer and a primary tumour elsewhere in the body. 
In 1,588 patients with proved bronchial, pulmonary, 
or pleural carcinoma seen at the clinic during the 10- 
year period 1944-53 it was found that 65 of them (4-1%) 
had one or more other primary malignant tumours at 
another site. In 27 cases the two tumours were diag- 
nosed simultaneously, in 8 cases the pulmonary lesion 
was diagnosed one to 5 years before the other, and in 
33 it was not diagnosed until one to 29 (mean 9-6) 
years later. 

The extrapulmonary tumours were of widely different 
location and type. One very rare case, found at 
necropsy, was that of the metastasis of a primary bron- 
chial carcinoma to a primary cancer of the kidney. The 
possibility—if rare—of the occurrence of multiple pri- 
mary tumours is well recognized, but not always recalled, 
and the authors emphasize that a lung tumour appearing 
in a patient with a known neoplasm elsewhere may not 
be metastatic and may, in certain cases, be suitable for 
excision. Raymond Parkes 
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The Localization of Acetylcholinesterase in the 
Cochlea 
H. F. SCHUKNECHT, J. A. CHURCHILL, and R. DorAN. 
A.M.A. Archives of Otolaryngology [A.M.A. Arch. 
Otolaryng.] 69, 549-559, May, 1959. 7 figs., 20 refs. 


Acetylcholine is important in the transmission of 
efferent nerve impulses, and when released is hydrolysed 
by the esterase. It is poorly distributed in afferent 
fibres. The olivo-cochlear bundle, which ends on the 
hair cells of the organ of Corti, is believed to carry 
efferent impulses from the superior olivary body, these 
impulses altering the response level of the hair cells. 
The present authors have already shown that cholinester- 
ase (AChE) is present in the organ of Corti, and postulate 
that if the bundle transmits efferent impulses the AChE 
will be found in the fibres of the bundle. This they have 
successfully demonstrated in experiments carried out at 
the Henry Ford Hospital, Detroit. Destruction of the 
hair cells by streptomycin does not alter the AChE 
concentration, but it is much diminished by section of 
the bundle. From this it is concluded that the con- 
centration of AChE in the cochlea depends on the 
integrity of the olivo-cochlear bundle. 

[This is a most important piece of work and deserves 
careful study. Little is known of the action of the 


efferent impulses on the cochlea, and the methods 
described here promise further advance.] 
F. W. Watkyn-Thomas 


936. Regression of Hearing Improvement after Mobiliza- 
tion of Stapes 

R. J. BeLLucci and D. Wo.rr. Laryngoscope (Laryngo- 
scope (St Louis)| 69, 241-247, March, 1959. 4 refs. 


When the operation of stapedial mobilization was 
introduced by Rosen in 1953 many otologists believed 
that it was not possible to mobilize an ankylosed stapes. 
Considerable experience has been gained since then, 
however, and now most fixed stapes can be mobilized, 
often with a significant improvement in hearing. Never- 
theless, there is a mounting impression that in many 
cases the improvement undergoes a regression to the 
preoperative level. The authors, working at the Man- 
hattan Eye, Ear and Throat Hospital, New York, there- 
fore undertook this investigation to determine the fre- 
quency of regression and possible responsible factors. 

Although an active otosclerotic lesion may cause re- 
fixation of the mobilized stapes, there is also evidence 
that the tissue reaction following trauma induced by the 
mobilization procedure also plays a significant part. 
The authors have observed that the percentage of cases 
showing regression in hearing is proportional to the 
degree of trauma induced at the region of the stapedio- 
vestibular joint space during mobilization of the fixed 
footplate. Thus of all cases showing an immediate 


improvement in hearing above the 30-db. level, 36°% 
were found to regress to the preoperative level within 4 
months. The authors suggest that this finding underlines 
the necessity for improving the technical approach in 
performing this operation. E. D. Dalziel Dickson 


937. Osteomyelitis of the Frontal Bone 
H. P. ScHENcK. “Annals of Otology, Rhinology and 


Laryngology {Ann. Otol. (St Louis)] 68, 336-345, June, 
1959. 1 ref. 


Significant changes in the incidence and clinical mani- 
festations of osteomyelitis of the frontal bone have been 
observed since the introduction of antibiotics. Of 23 
patients with this disease seen between 1929 and 1938, 
14 had subacute or chronic infection (2 deaths) and 9 
had a fulminating infection (6 deaths). Between 1939 
and 1948 there were 12 patients with subacute or chronic 
involvement and 4 (1 death) with fulminating infection, 
the variations in the clinical course and survival rate in 
this decade compared with the previous decade being 
attributed to the wide general use of sulphonamides and 
antibiotics. In 17 patients seen since 1949 removal of 
diseased soft tissue and drainage of the frontal sinus 
combined with administration of antibiotics led to 
recovery without widespread removal of the frontal 
bone, as practised in the past. 

The author concludes with the usual warning that the 
bacteria responsible for the infection may not always be 
sensitive to antibiotics. William McKenzie 


938. Idiopathic Recurrent Laryngeal Nerve Paralysis 
R. G. Witiiams. Journal of Laryngology and Otology 
[J. Laryng.] 73, 161-166, March, 1959. 1 fig., 11 refs. 


In the 6-year period 1952-7 a total of 181 cases of 
recurrent laryngeal paralysis of the nerve were seen at the 
Royal National Throat, Nose, and Ear Hospital, Lon- 
don, representing an average annual incidence based 
on total yearly admissions to the hospital of 0-08%. 
The cause of the paralysis was known in 115 cases, but 
in the remaining 66 no cause could be found. Follow- 
up investigation, which was possible in 29 of the 66 cases, 
showed that there was spontaneous recovery of move- 
ment after an average interval of 54 months in 24 cases. 
Laryngeal paralysis, whether idiopathic or due to a 
known cause, occurred more frequently in men than in 
women, and in both forms the left cord was affected 
more often than the right (in 65% of cases of idiopathic 
paralysis and 59°% of cases of known cause). In 4 of 
the idiopathic cases the affection was bilateral. 

Of the causes of the paralysis in the 115 cases bron- 
chial carcinoma was the most common, this being present 
in 37 of the 69 males and one of the 46 females, followed 
by thyroidectomy, which had preceded the paralysis in 
25 cases. T. A. Clarke 
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939. The Excretion of Acid in Renal Disease 

O. Wronc and H. E. F. Davies. Quarterly Journal of 
Medicine (Quart. J. Med.] 28, 259-313, April, 1959. 
20 figs., bibliography. 


The authors of this paper from the Manchester and 
Cardiff Royal Infirmaries report their experience with a 
short test for the detection of patients with impaired 
excretion of acid in renal disease. Briefly, the test 
consists in collecting hourly specimens of urine for 8 
hours after the ingestion of 0-1 g. (1-9 mEq.) of am- 
monium chloride per kg. body weight and determining 
the changes in the pH and rates of excretion of titratable 
acid, ammonium, and total hydrogen ion. Practically 
all the hydrogen ion excreted by the kidneys is combined, 
either with urinary buffers as titratable acid or with 
ammonia as ammonium, urinary bicarbonate being a 
third and much less important factor. The exact 
stimulus for hydrogen-ion excretion is still uncertain. 
There is a close relationship between hydrogen-ion 
excretion and the partial pressure of carbon dioxide 
(pCO>2) in body fluids, which in turn is closely linked to 
the intracellular pH. This last, then, may be the variable 
which determines the rate of hydrogen-ion secretion. 

Of the 68 subjects studied, 10 had normal renal func- 
tion and served as controls, the remainder having 
various forms of renal disease. It was shown that the 
kidney’s ability to excrete urine of low pH and its ability 
to excrete ammonium are affected independently by 
different forms of renal disease. Thus the excretion of 
acid urine was generally impaired in tubular syndromes, 
whereas most patients with severe general renal failure 
without evidence of tubular abnormality excreted as acid 
a urine as the normal subjects. On the other hand the 
rate of excretion of ammonium was closely linked with the 
glomerular filtration rate and did not seem to be reduced 
in the tubular syndromes unless glomerular function was 
also impaired. This is contrary to the general belief 
that acidification and production of ammonium are 
tubular functions. One possible explanation is that am- 
monium may be formed in that part of the tubule which 
does not secrete free hydrogen ion. The relationship 
between glomerular filtration and capacity to excrete 
ammonium is more easily explained, for the function of 
the tubules clearly depends on the integrity of the 
glomeruli, from which they receive both urine and blood 
supply. 

All of 11 patients with renal tubular acidosis were 
unable to excrete urine of normal minimum pH. This 
was also true in 3 cases of generalized nephrocalcinosis 
with an incomplete form of renal tubular acidosis, 
in 3 cases of potassium deficiency (though in these 6 the 
excretion of ammonium was well maintained), in 5 out 
of 10 cases of hypercalcaemia, and in one of 3 cases of 
recovery from acute anuria. The findings in 2 cases of 
the adult form of the Fanconi syndrome would appear 
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to suggest that the acidosis in this condition may be due 
to multiple causes. 

The authors claim that this short test has many 
advantages over the longer test used by Albright and 
others. Itsaves time and trouble, is easier for the patient, 
and requires no special dieting. Because of the smaller 
dose of ammonium chloride used there is less risk of 
producing acidosis and electrolyte depletion in patients 
with renal disease. J. Browne Kutschbach 


940. Toxicity of Urea and Its Role in the Pathogenesis of 
Uremia 
E. F. GROLLMAN and A. GROLLMAN. Journal of Clinical 
Investigation [J. clin. Invest.] 38, 749-754, May, 1959. 
13 refs. 


It is reported from the University of Texas South- 
western Medical School, Dallas, that nephrectomized 
dogs can be maintained for weeks in apparently normal 
condition (apart from hypertension) by intermittent 
peritoneal lavage, but that when the lavage fluid contains 
urea, so that the blood urea level rises, the animals be- 
come comatose and may die within a few days. These 
apparent toxic effects of urea occur at levels comparable 
to those found in patients with uraemia, but are more 
profound at higher levels. They are associated with an 
increased concentration of sodium and chloride and a 
decreased concentration of potassium in skeletal muscle. 
Possible mechanisms of urea toxicity and the clinical 
significance of these findings are discussed. 

D. A. K. Black 


941. Role of Osmotic Diuresis in Impairment of Concen- 
trating Ability in Renal Disease 

E. J. DorHout Mees. British Medical Journal [Brit. 
med. J.) 1, 1156-1158, May 2, 1959. 1 fig., 19 refs. 


It was suggested by Platt (Brit. med. J., 1952, 1, 1313) 
that the loss of “‘ concentrating power ”’ (osmotic ceiling) 
in chronic renal insufficiency might be due to osmotic 
diuresis, but no direct proof of this hypothesis has yet 
been provided. In order to determine to what extent 
osmotic diuresis is present in renal insufficiency measure- 
ments were made at the University Hospital, Utrecht, of 
maximum urine osmolar concentration (T°H2O) during 
mannitol loading and of mannitol clearance in patients 
with renal disease and the results compared with those 
obtained in normal subjects. A standard concentration 
test was carried out, with infusion of 75 to 150 g. of 
mannitol in 15°% solution over one to 14 hours. In 
cases in which a longer period of fluid deprivation 
might not be well tolerated this was limited to 12 hours 
and an injection of vasopressin tannate in oil given to 
ensure maximum antidiuresis. After completion of the 
mannitol infusion urine was collected in portions of 100 
to 200 ml. by spontaneous voiding and its osmolarity 
measured by freezing-point determination. 
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There were 4 groups of subjects: (1) 10 normal sub- 
jects, one of whom (the “ standard person ”’) was tested 
several times, the flow—load relation curve thus obtained 
being used as a standard to which to relate the results 


from other subjects; (2) 9 patients with a probable diag- - 


nosis of chronic nephritis; (3) 5 patients with tubular 
damage; and (4) 5 patients with various types of renal 


disease. For each subject the mean of the T°H20O values 


obtained during at least 4 successive periods was calcu- 
lated and the relation of this value to the mean value 
obtained for the “standard person” expressed as the 
factor by which it had to be multiplied to make it equal 
to the standard value. [For details of the methods used 
and the results obtained the original paper should be 
consulted.] 

Discussing the results in the light of the hypothesis 
that constant osmotic diuresis may produce diminished 
urine concentration in renal disease the author points 
out that if osmotic diuresis were the only factor limiting 
urine concentration there would be no reason why the 
concentration at the “‘ corrected ”’ urine flow should not 
reach the normal level. Most of the patients with renal 
disease, however, were not able to reach as high a concen- 
tration gradient between urine and plasma as were the 
normal subjects, indicating that their concentrating 
power was lower than could be explained by osmotic 
diuresis. This is not necessarily a proof of tubular cell 
damage, since damage of the renal architecture by 
occlusion of blood vessels or by scarring might prevent 
the normal functioning of the concentrating mechanism. 
Although in one patient with a single normal kidney the 
osmotic ceiling was normal, as was to be expected, this 
was not so in another similar case. 

It is concluded that “* the loss of * concentrating power ’” 
cannot be accounted for entirely by the effect of osmotic 
diuresis in patients with chronic glomerulonephritis or 
other disturbances ”’ and that “* specific damage to tubular 


function seems to be of more importance ”’. 


J. Browne Kutschbach 


942. Relation between Maximal Urine Concentration, 
Maximal Water Reabsorption Capacity, and Mannitol 
Clearance in Patients with Renal Disease 

E. J. DornHout Mees. British Medical Journal [Brit. 
med. J.] 1, 1159-1160, May 2, 1959. 3 figs., 6 refs. 


The author points out that in the investigation of 
patients with renal disease routine tests such as urine 
analysis, urea or creatinine clearance, and the concen- 
tration test usually give sufficient information for diag- 
nosis and prognosis to be determined. However, the 
value of the standard concentration test has recently 
been challenged, and the author has therefore carried 
Out investigations to determine whether measurement of 
the maximum water reabsorption (T°H2O) would give 
more useful information than that of the concentrating 
power, measured as the maximum osmolar urine: plasma 
(U:P) ratio. The subjects were the same 4 groups, one 
of normal persons and 3 of patients with various renal 
diseases, previously - studied [see Abstract 941]. The 
mannitol clearance was estimated in the same urine 
samples as was the T°H2O (usually the mean of 4 suc- 
cessive periods). The relations between maximum U:P 


ratio and T°H2O and between each of these values and 
the mannitol clearance are indicated in diagrams. [For 
details of the findings the original paper should be 
consulted. ] 

From the results obtained it would appear that deter- 
mination of the maximum U:P ratio is still the best 
method of testing the renal water-conservation system. 
There was no indication that the determination of T7H,0 
was of any great help in differential diagnosis. In all 
the patients with chronic nephritis the values obtained 
for T°H2O and mannitol clearance were abnormal—a 
finding in agreement with that of other workers. 

J. Browne Kutschbach 


943. An Evaluation of Intermittent Peritoneal Lavage 
P. D. DooLan, W. P. Murpuy, R. A. WiGcains, N. W. 
CarRTER, W. C. Cooper, R. H. WaAtTTEN, and E. L. 
ALPEN. American Journal of Medicine [Amer. J. Med.} 
26, 831-844, June, 1959. 1 fig., bibliography. 


This paper describes the authors’ experience at the 
U.S. Naval Hospital, Oakland, California, with inter- 
mittent peritoneal lavage as a means of treating acute 
renal failure. In 10 such cases lavage was carried out 
on 10 to 53 occasions. Difficulties experienced with 
simple plastic tubing were overcome by using a specially 
designed tube of polyvinyl chloride with multiple per- 
forations, which is described; with this type of tube 
kinking and blocking were overcome and the technique 
was simple. The warmed lavage fluid, containing sodium 
bicarbonate and, if indicated, potassium chloride, is 
introduced through the tube into the peritoneal cavity 
and after 2 hours is drained off through the same tube. 
In making the inevitable comparison with the artificial 
kidney, the authors stress the simplicity of peritoneal 
lavage, while admitting that the artificial kidney is much 
more rapid in its effects. It is thought that in 3 of the 
10 patients, one with advanced uraemia and 2 with 
refractory pulmonary oedema, the procedure was life- 
saving. The only serious complication was the develop- 
ment of peritonitis in one case. D. A. K. Black 


944. Transfusion Reactions and Their Treatment, Especi- 
ally with the Artificial Kidney 

G. M. Baras and W. J. Koirr. Journal of the American 
Medical Association {[J. Amer. med. Ass.] 169, 1969- 
1975, April 25, 1959. 11 figs., 9 refs. 


This paper describes the results of treatment in 16 
cases in which acute renal failure developed after the 
transfusion of incompatible blood. Four of the patients 
recovered with conservative treatment alone. The 
remaining 12 patients were dialysed with Kolff’s twin- 
coil disposable artificial kidney, and of this number 3 
died. The chemical and clinical indications for dialysis 
are discussed. Of the 3 deaths, 2 are attributed to delay 
in transferring the patients to the special centre where 
treatment was available; the third was due to hyper- 
kalaemia, and occurred while preparations were being 
made for a third dialysis. Some of the individual case 


reports are striking—one patient received 7 pints (4 1.) 
of incompatible blood, but ultimately recovered after 
4 dialyses. 


D. A. K. Black 
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945. Hypertension in Acromegaly 

R. BALZER and E. P. MCCULLAGH. American Journal of 
the Medical Sciences [Amer. J. saan Sci.] 237, 449-452, 
April, 1959. 9 refs. 


The incidence of hypertension in acromegaly was 
studied at the Cleveland Clinic Foundation, Ohio, in 
the clinical records of 102 patients (65 female and 37 
male) with acromegaly and a boy aged 11 years with 
gigantism. In 26 of the females and 10 of the males 
the diastolic pressure was over 100 mm. Hg. Using the 
age-adjusted standards described by Master et al. (J. 
Amer. med. Ass., 1950, 143, 1464; Abstr. Wid Med., 
1951, 9, 173) the authors found that hypertension, was 
present in 24 women and 10 men. Thus by either 
criterion the incidence of hypertension in these patients 
(34%) was considerably higher than that reported in the 
general population (10%). Hypertension was more 
common in females than in males. Of the 5 hypertensive 
women under 40 years of age, 3 had amenorrhoea and 
one had hot flushes, suggesting some association between 
the predisposition of acromegalic women to hyper- 
tension and failure of ovarian function. The nature of 
this association is discussed. No relationship was found 
between hypertension and the abnormal carbohydrate 
metabolism which is common in acromegaly, nor was 
hypertension related to increased serum phosphorus 
concentration. 

The authors conclude that acromegaly is not character- 
istically associated with hypertension, but may contribute 
to the development of hypertension in susceptible 
individuals. J. Warwick Buckler 


946. Residual Neurohypophyseal Function in Hypo- 
physectomized Man 

J. F. Dincman, A. G. JessimAN, R. H. 
W. G. HaAmmonpb, D. D. Matson, K. EMERSON, and 
F. D. Moore. New England Journal of Medicine [New 
ain Med.| 260, 997-1001, May 14, 1959. 3 figs., 
15 refs. 


Residual neurohypophysial function in patients sub- 
jected to hypophysectomy for metastatic cancer of the 
breast was studied in 13 patients at the Peter Bent 
Brigham Hospital, Boston, the antidiuretic response to 
intravenous administration of nicotine (0-5 to 3 mg.) or 
hypertonic saline (750 ml. of a 3% solution) during sus- 
tained water diuresis being measured. It was found that 
the degree of neurohypophysial insufficiency and result- 
ant diabetes insipidus was directly associated with injury 
to the infundibular stalk at operation, and significantly 
lessened by careful techniques aimed at preserving hypo- 
thalamic neurosecretory function. In patients devoid 
of neurohypophysial function diabetes insipidus: con- 
tinued in spite of withdrawal of cortisone. It is suggested 


that the neurohypophysial tissue left in the hypothala- 
mus “ plays an important part in regulating the excretion 
of solute-free water in patients with combined pituitary 
insufficiency ”’. G. B. West 


947. Cortisone-induced Polyuria following Hypophy- 
sectomy 

J. S. Rosson and A. T. Lamsie. American Journal of 
Medicine (Amer. J. Med.] 26, 769-782, May, 1959. 
4 figs., 39 refs. 


There is no unanimity of opinion as to the mechanism 
by which cortisone induces polyuria in patients sub- 
jected to hypophysectomy. An investigation was carried 
out at the University of Edinburgh on 2 such patients to 
determine the relationship between the occurrence of 
polyuria and the administration of cortisone and to 
relate the polyuria to some change in renal function. 
Measurements of the volume of urine were made over 5 
days or more while the patients received either cortisone 
or dummy tablets with or without the intramuscular 
injection of 20 units of vasopressin tannate in oil. At 
other times measurements of the osmolarity of the urine 
specimens were made after 22 hours of food and water 
deprivation with or without vasopressin injections; then 
osmotic diuresis was induced by the infusion of 15% 
mannitol solution and determinations made of the volume 
of solute-free water reabsorbed by the renal tubules per 
minute. Urine was obtained by means of an indwelling 
catheter, while blood was withdrawn from an antecubital 
vein. The results showed that the polyuria was not due 
to an incfease in the load of urinary solute, nor to 
deterioration in such renal functions as are concerned 
with water conservation. Cortisone administration im- 
proved the renal capacity to absorb solute-free water 
during osmotic diuresis under conditions of hydropenia. 
The steroid thus probably acts by augmenting reabsorp- 
tion of sodium. G. B. West 


THYROID GLAND 


948. P.T.C. Taste Response and Thyroid Disease 

F. D. Kitcuin, W. Howet-Evans, C. A. CLARKE, R. B. 
McConneLL, and P. M. SHEPPARD. British Medical 
Journal [Brit. med. J. 1, 1069-1074. April 25, 1959. 
4 figs., 14 refs. 


Some workers have suggested that certain thyroid dis- 
orders are genetically determined. It is known that taste 
response to the goitrogen phenylthiocarbamide (PTC) is 
an example of genetic polymorphism, and Fox (Proc. 
nat. Acad. Sci. (Wash.), 1932, 18, 115) found that about 
30% of Europeans and white Americans were non- 


tasters and 70% were tasters. The findings of Harris- 


et al. (Lancet, 1949, 2, 1038) suggested that non-tasters 
of PTC were slightly more susceptible to the develop- 
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ment of adenomatous goitre than controls, but that taste 
distribution was normal in patients with primary thyro- 
toxicosis. The present authors, at the David Lewis 
Northern Hospital, Liverpool, tested the taste response 
to PTC of 447 patients who had undergone thyroidectomy 
for various thyroid disorders and 265 controls. The 
PTC taste threshold was determined by the method of 
Harris and Kalmus (Ann. Eugen. (Lond.), 1950, 15, 24) 
and at the same time a sample of saliva was taken for 
determination of secretor character. 

Of 216 patients with adenomatous goitre, 15 out of 25 
males and 70 out of 191 females were non-tasters. This 
sex difference is highly significant. A comparison of the 
figures in the group with toxic and the group with non- 
toxic forms of adenomatous goitre showed no significant 
difference between males and females. Compared with 
controls there was a significant excess of tasters among 
133 patients with toxic diffuse goitre, but no obvious sex 
difference was found. The authors point out that this 
raises the question whether the taster status determines 
the nature of the goitre—that is, whether it is nodular or 
diffuse. ‘“‘If the hypothesis that non-tasters are more 
susceptible to thiocarbamides is correct, it seems possible 
that the homozygote tasters are even less susceptible 
than the heterozygotes.” 

The distribution of the ABO blood groups and the 
secretor status in patients with multi-adenomatous and 
toxic diffuse goitre was not found to differ significantly 
from that in the control group. D. G. Adamson 


949. Effects of Estrogen and Testosterone on Circulating 
Thyroid Hormone 

N. H. ENGBrRING and W. W. ENGstrom. Journal of 
Clinical Endocrinology and Metabolism [J..clin. Endocr.} 
19, 783-796, July, 1959. 5 figs., 35 refs. 


950. Potassium Perchlorate and Carbimazole in Hyper- 
thyroidism. (Perclorato di potassio e carbimazolo negli 
stati ipertiroidei) 

L. ADEZATI, O. FERRINI, G. L. PERRONI, and A. POLLERI. 
Archivio E. Maragliano di patologia e clinica [Arch. E. 
Maragliano Pat. Clin.] 15, 161-169, Feb. [received May], 
1959. 23 refs. 


Various investigations of the process whereby the 
thyroid gland takes up iodine have revealed a series of 
anions capable of inhibiting this process, these including, 


in increasing order of effectiveness, potassium nitrite, ° 


biiodate, iodate, periodate, hypochlorite, chlorate, and 
perchlorate. It has also been shown that the simul- 
taneous administration of thiouracil potentiates the 
action of perchlorate. In the present investigation the 
authors, working at the University of Genoa, chose 
instead carbimazole, a member of the mercapto-imida- 
zole group, as being less toxic and more effective than 
thiouracil. 

The first series of patients, consisting of (1) 42 with 
Graves’s disease, (2) 21 with toxic adenoma, and (3) 
7 showing thyroid hyperplasia with toxic signs, were 
treated with potassium perchlorate alone in a dosage of 
200 mg. three times daily, always after meals, for periods 
ranging from 90 to 640 days. The resulting increase in 
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body weight exceeded 5 kg. in 30 out of the 42 patients 
in Group 1, in 15 of the 21 in Group 2, and in 5 of the 
7 in Group 3, tachycardia being fully controlled in 38, 
18, and all 7 cases in the three groups respectively. In 
only 2 cases did glandular enlargement occur during 
treatment, and this was promptly controlled with corti- 
sone; in 2 cases eye signs became aggravated and usually 
did not respond to treatment. Erethism was reduced in 
the patients with Graves’s disease and disappeared in 
patients in Groups 2 and 3, while tremor was diminished 
in all cases. Pulse pressure was reduced in 39, 18, and 4 
patients respectively in the three groups. The basal 
metabolic rate (B.M.R.), determined in 30, 18, and 5 
cases respectively was appreciably reduced in 18 and had 
returned to normal in 12 of the patients with Graves’s 
disease, was reduced in 12 out of 18 in Group 2, returning 
to normal in the other 6 in this Group and in all 5 in 
Group 3. All observed cases showed some reduction 
in the uptake of radioactive iodine, which was slight in 
about one-quarter of cases but more marked in the 
remainder. Both subjective and objective improvement 
was noted in 32 patients in Group 1, in 16 in Group 2, 
and in 7 in Group 3. 

In the second series of patients, which included 32 
cases of Graves’s disease and 30 cases of toxic adenoma, 
treatment consisted in giving potassium perchlorate 
three times a day after meals to a total dosage of 600 
mg. per day, together with a daily dosage of 12 mg. of 
carbimazole similarly divided. There were: no toxic 
manifestations in the skin or blood even when treatment 
lasted for as long as 60 days. All patients showed an 
increase in body weight and strength at an early stage. 
In no case did the circumference of the neck increase, 
and in about half the cases it was actually reduced. 
Measurement of the degree of exophthalmos in 27 cases 
showed reduction after treatment in all but 2. In all 
patients erethism diminished or disappeared and tremor 
was always reduced. In only 2 cases, both of toxic 
adenoma, did treatment fail to reduce pulse pressure. 
The B.M.R., determined in 25 cases of Graves’s disease, 
became normal in 19 and showed a marked reduction 
in 5. Of 22 cases of toxic adenoma, it became normal 
in 15 and reduced in 5. There was a marked lessening 
in the uptake of radioactive iodine, this falling in most 
cases to normal values or even below; in only 2 cases 
was the fall no greater than 20%, and thus still above 
normal. The auth~rs therefore consider that the two 
drugs in combination were more effective than potassium 
perchlorate alone. The dosage of carbimazole was lower 
than that normally considered effective and consider- 
ably less than the toxic dose, with the result that there 
was a notable absence of toxic and toxic-allergic effects. 
Signs referable to rebound from the pituitary were rare. 

To clarify these findings the authors carried out further 
observations on guinea-pigs. Potassium perchlorate, 
known to inhibit the thyroid uptake of iodine, showed a 
power of inhibiting proteolysis never before observed. 
On the other hand carbimazole accelerated proteolysis. 
When both drugs were given together this increased pro- 
teolysis was inhibited. The goitrogenic power of car- 
bimazole was also shown to be blocked by the simul- 
taneous administration of potassium perchlorate. Thus 
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the inhibition by the drug of the proteolytic system 
directly responsible for the release of hormone into the 
blood stream is even more marked than its effect on 
another action of the thyrotrophic hormone, namely, that 
of increasing the weight of the thyroid gland. 

A. C. F. Green 


951. Thyroid Function in Apathetic Hyperthyroidism 
D. L. Witansky, N. KALANT, and J. WoLFSON. Cana- 
dian Medical Association Journal (Canad. med. Ass. J.) | 
80, 805-809, May 15, 1959. 4 figs., 14 refs. 


Lahey (Ann. Surg., 1931, 93,°1026) used the term 
“* apathetic hyperthyroidism ” for those cases of hyper- 
thyroidism in which, despite the presence of angina 
pectoris or congestive heart failure, tachycardia is not 
always pronounced, motor activity is not increased, and 
heat intolerance is absent. The clinical findings and the 
results of thyroid function studies in 11 such cases are 
reported in this paper from the Jewish General Hospital, 
Montreal. All the patients had angina pectoris, palpi- 
tation, or symptoms of heart failure with excessive 
sweating, and although exophthalmos was not observed, 
minor eye signs, such as stare and sheen, were present 
in every case. The pulse rate was over 100 per minute 
in only one patient. In none of the cases was the thyroid 
gland as much as twice the size of the normal gland. 
The one-hour and 24-hour uptake of radioactive iodine 
(131]) was frequently normal and always significantly 
less than in classic hyperthyroidism. Scanning of the 
distribution of 131I, however, revealed localized thyroid 
activity usually associated with the presence of a nodule 
causing suppression of activity in the remaining portion 
of the gland. M. C. G. Israéls 


952. The Electroencephalogram in Myxoedema Coma: 
Clinical and Electroencephalographic Study of Three 
Cases 

E. A. NieMan. British Medical Journal (Brit. med. J.] 
1, 1204-1208, May 9, 1959. 6 figs., 25 refs. 


Electroencephalograms from 2 patients in myxoedema 
coma are described and illustrated. In such cases 
cerebral electrical activity is reduced to a minimum and 
the tracing is almost flat. With recovery amplitude 
and frequency of activity increase toward normal. In 
coma from most other causes, such as general anaesthesia, 
deepening coma is accompanied by an increase in ampli- 
tude and a decrease in frequency of the waves, whereas 
in myxoedema coma both amplitude and frequency 
of the waves decrease. This reduction in amplitude may 
be due. in part to the accompanying hypothermia. 

G. S. Crockett 


953. Value of the Voice in Diagnosis of Myxoedema in 
the Elderly 

W. H. Lioyp. British Medical Journal [Brit. med. J.] 
1, 1208-1211, May 9, 1959. 2 figs., 22 refs. 


Myxoedema is apt to be overlooked in patients over 
the age of 60. In 5 out of 22 such cases seen by. the 
author at the Geriatric Unit, Oldham and District General 
Hospital over a period of 15 months changes in the voice 
were “the only striking sign of the condition”. The 


voice changes characteristic of myxoedema are as follows. 
(A) Alterations in quality: (1) low pitch; (2) catarrhal 
or nasal quality; (3) a “ clotted ’ quality; (4) huskiness; 
and (5) harshness. (B) Alterations in diction: (1) diffi- 
culty in articulation; (2) slurring of groups of words; 
(3) difficulty in singing. 

Five cases are described in detail, and photographs 
are reproduced of 2 patients before and after treatment. 
It is suggested that serial voice recordings are as useful 
clinical data as serial estimations of the basal metabolic 
rate and photographs. G. S. Crockett 


954. The Value of the Thyrotropin Stimulation Test in 
the Diagnosis of Myxoedema. [In English] 

T. Frus, L. K. CHRISTENSEN, and M. S. ANDERSEN. 
Acta medica Scandinavica [Acta med. scand.] 163, 507- 
514, 1959. 5 figs., 10 refs. 


The authors, working at the Copenhagen County 
Hospital, Gentofte, Denmark have investigated the value 
of the thyrotrophin stimulation test—in which the up- 
take of radioactive iodine (1311) by the thyroid is measured 
before and after administration of thyrotrophin—in 
confirming the presence of myxoedema in patients already 
receiving thyroid treatment. Patients with normal thy- 
roid function respond with an increased uptake of 13!I 
by the thyroid, whereas this does not occur when primary 
myxoedema is present. The ability of the test to differ- 
entiate those with primary myxoedema was demonstrated 
in 33 cases, 11 of which were myxoedematous. The find- 
ings were confirmed by discontinuing the thyroid therapy 
in the appropriate cases. Six of the patients who did 
not respond to the test were considered, after a careful 
review of the case records, not to have had myxoedema 
before thyroid therapy was started. It was concluded 
that the thyroid in these cases had atrophied as a result 
of the treatment—a view confirmed in one case at 
necropsy. A. Gordon Beckett 


955. Statistical Methods Applied to the Clinical Diag- 
nosis of Thyrotoxicosis 

J. Crooks, I. P. C. Murray, and E. J. WAYNE. Quar- 
terly Journal of Medicine {Quart. J. Med.) 28, 211-234, 
April, 1959. 6 figs., 24 refs. 


Analysis of the frequency of symptoms and signs in 
thyrotoxic patients and normal subjects allows the 
allocation to each clinical feature of a numerical value 


' which varies with its diagnostic significance. The aggre- 


gate score in an individual case is termed the “ clinical 
diagnostic index”, and has been derived in 99 un- 
questionably non-toxic and 83 unquestionably thyro- 
toxic subjects. The values attached to individual signs 
and symptoms have then been modified to minimize 
the effects of ‘‘ observer variation ’’ and to produce the 
greatest possible separation between the two groups, so 
that all non-toxic subjects had indices of less than +11 
and all toxic subjects greater than +19. 


The method was then applied to 118 cases which had | 


presented initial diagnostic difficulty, using the weighting 
factors for clinical features established by the study of 
the definitely non-toxic and toxic cases. The clinical 
diagnostic indices produced good separation between 
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cases finally shown to be non-toxic and those shown to 
be toxic. Fifty-nine of 67 non-toxic cases (88°%) had 
scores less than +11, 7 (10-5°%%) lay within the range 
+11 to +19, which is called the “* equivocal range ”’, 
and one (1-5%) fell in the toxic range. Forty-five 
(88°) of the 51 toxic cases had scores greater than +19, 
and the remaining 6 cases all fell within the equivocal 
range. “‘ Observer variation ” studies showed no statis- 
tically significant difference between the scores obtained 
independently by experienced observers. The diagnostic 
accuracy of the method was not significantly different 
from that of radioiodine studies and estimations of basal 
metabolic rate. The method has been applied in four 
different centres to 171. patients, and the diagnostic 
accuracy (85°%) was similar to that obtained in the 
original series of cases. 

Examination of individual features making up the 
index often explains the mechanism by which a clinical 
diagnosis has been reached, and makes it clear why in 
certain cases diagnostic difficulty has been found. The 
scores can be used as indices of severity in toxic subjects, 
and significant correlations existed between the scores 
and the 4-hour uptake of radioiodine, the 48-hour 
plasma protein-bound radioactivity, and the basal 
metabolic rate.—[Authors’ summary.] 


956. Todinated Tyrosines in the Plasma of Patients with 
Thyrotoxicosis 

H. E. A. FarrAn, A. J. Lea, A. W. G. GOoLpEN, and 
J. D. Appatr. Lancet [Lancet] 1, 793-795, April 18, 
1959. 3 figs., 9 refs. 


In 92 cases of thyrotoxicosis treated with radioactive 
iodine (131]) at New End Hospital, London, samples of 
plasma were taken 48 hours after the administration of 
the therapeutic dose of 131 and subjected to detailed 
study, the activity of the fraction of the plasma extract- 
able with n-butyl alcohol being measured and its com- 
position studied by means of two-dimensional chromato- 
graphy. Iodinated tyrosine derivatives were found in 
43 cases, this group of patients being shown to respond 
iess well to 131] treatment and to have a higher mean 
thyroid weight before treatment than the remainder. 
[There is some discrepancy between the authors’ sum- 
mary, in which it is stated that the iodinated tyrosines 
were demonstrated in the plasma after the administration 
of a preliminary tracer dose (50 to 200 yc.) of 1311, 
and the text of the paper, from which it appears that the 
main investigations were carried out after the administra- 
tion of the therapeutic dose (the size of which is not 
stated), although “ in the majority of cases the tentative 
estimation of the presence or absence of iodinated 
derivatives ” (after the tracer dose) “‘ was confirmed .. . 
following therapy ”’.—Eprtor.] The correlations be- 
tween the presence of iodinated tyrosines and relative 
* radioresistance ” and a high initial thyroid weight were 
of high statistical significance (P<0-001). No correla- 
tion was found with 131] uptake, dose of 131I, presence of 
exophthalmos, type of goitre, or plasma protein-bound 
iodine or thyroglobulin level. 

It is suggested that there may be two types of thyro- 
toxicosis, the difference perhaps lying in the amount of 
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deiodinating enzyme present. Estimation of the pre- 
sence of iodinated tyrosines in the plasma after a test 
dose of 1311 may make it possible to forecast “* radio- 
resistance’, enabling a higher therapeutic dose to be 
given in such cases. K. E. Halnan 


957. The Ten-minute Uptake of I!3!: a Clinical Study 
and Comparison with Other Tests of Thyroid Function 
H. P. Hiccins. Journal of Clinical Endocrinology and 
Metabolism [J. clin. Endocr.| 19, 557-566, May, 1959. 
5 figs., 13 refs. 


Most of the established radioactive iodine (131I) tests 
of thyroid activity are concerned with the capacity of the 
gland for the “‘ organic” binding of iodine. 

In this communication from the University of Toronto 
and St. Michael’s Hospital, Toronto, a study is reported 
of the iodine “trapping”? or concentrating function 
of the thyroid, as measured by the radioactivity over 
the gland 10 minutes after the intravenous injection 
of a tracer dose of the isotope, the subjects being 221 
patients without thyroid disorder, 53 with hyperthyroid- 
ism, and 59 with other thyroid disturbances. 

The 10-minute uptake of 1311 by the thyroid gland 
correlated better with the final diagnosis of hyper- 
thyroidism than did the 24-hour uptake, and compared 
favourably in accuracy with the serum protein-bound 
iodine level. The 10-minute uptake was higher in 
patients with Graves’s disease than in those with toxic 
nodular goitre, possibly because of the increased vascu- 
larity of the gland in the former. The author states that 
the method fails to differentiate the avidity for 131I of 
the iodine-deficient gland from that of the hyperthyroid 
gland, and also is of no value in the diagnosis of hypo- 
thyroidism. H.-J. B. Galbraith 


958. The Part-Thigh Ratio: a Useful Aid in Evaluating 
the Uptake of I!31 by Thyroidal Cancer 

M. Y. and A. L. Orvis. Radiology (Radiology) 
72, 394-400, March, 1959. 7 figs., 1 ref. 


At the Mayo Clinic the authors have found that deter- 
mination of the ratio between radioactivity over a given 
part of the body after administration of a tracer dose of 
radioactive iodine (1311) and that over the thigh—the 
“ part:thigh ” ratio—provides a simple and reliable 
measure of the pattern of uptake of 13!I in healthy sub- 
jects and by thyroid cancer metastases. The method 
and type of counter used are described. Employing 
this technique they have determined this ratio at intervals 
of one to 4 days after the administration of 13!I to 82 
patients without cancer of the thyroid, 45 patients with 
thyroid cancer but without distant metastases, 32 patients 
with malignant metastases most probably originating 
from the thyroid, and 42 with thyroid cancer which had 
been treated with 131]. 

Values are given in each group for ratios between 
radioactivity over the lungs, liver, and spleen and that 
over the thigh. Details of 2 cases of metastatic thyroid 
cancer treated with 13!I are presented to illustrate the 
value of the chest:thigh ratio. It is suggested that 
estimation of the part: thigh ratio provides a quantitative 
empirical measure of uptake of 131] which has some of 
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the advantages and disadvantages of the better known 
neck: thigh ratio generally used for assessment of thyroid 
function. K. E. Halnan 


ADRENAL GLANDS 


959. A Clinical and Metabolic Study of a New Corti- 
costeroid, Dexamethasone. (Etude clinique et méta- 
bolique d’un nouveau corticostéroide, la dexaméthasone) 
C. Rousso and C. V. Perrier. Schweizerische medizin- 
ische Wochenschrift [Schweiz. med. Wschr.] 89, 405-407, 
April 11, 1959. 3 figs., 10 refs. 


From the University of Geneva the authors report the 
clinical and metabolic effects of dexamethasone (9a- 
fluoro-16a-methyl prednisolone), a recently introduced 
corticosteroid. It was found that dexamethasone was 
6 to 8 times more active than prednisolone and did not 
give rise to sodium or water retention. One case of 
heart failure is described in which a water diuresis was 
obtained with dexamethasone. Care, however, must 
be taken in its use in diabetics, since impaired carbo- 
hydrate tolerance results. 

Dexamethasone is considered by the authors to be the 
most effective suppressive of ACTH (corticotrophin) by 
its action on the anterior pituitary. They found that a 
single oral dose of 1-0 mg. could reduce the plasma 17- 
hydroxycorticoid level to zero within 8 hours. No 
serious side-effects were noted except in one patient, a 
young man aged 21 who developed severe melaena 
due to ulceration of the colon while receiving a dosage of 
10 mg. of dexamethasone daily. Caution is therefore 
urged in the use of this steroid. I. McLean Baird 


960. Dexamethasone in the Treatment of 100 Patients. 
Comparison with Prednisone and 6-Methylprednisolone. 
(100 malades traités par la dexaméthasone. Comparai- 
son avec la prednisone et la 6-méthyl-prednisolone) 

A. Licutwitz, D. Hioco, and C. Grestt. Semaine des 
hépitaux de Paris (Sem. Hop. Paris] 35, 1570-1580, May 4, 
1959. 9 figs., 24 refs. 


The authors describe the various attempts that have 
been made to modify the corticoids, especially predni- 
solone, so as to remove their anti-inflammatory action. 
These have included halogenation (substituting fluor in 
the Co position), dehydrogenation (between C; and C>), 
methylation (in various positions, with resulting different 
effect on sodium retention and anti-inflammatory action), 
and hydroxylation—the addition of an OH group in Ci¢ 
causes reduction or disappearance of sodium retention. 

At the Hépital Saint-Anne, Paris, one of these com- 
pounds, 6a-methyl-prednisolone (6-MP), was tried on 
61 patients with rheumatoid arthritis or other arthroses; 
it seemed to produce improvement similar to that 
obtained with prednisone, but not always in the same 
patients, nor were the side-effects of 6-MP always of the 
same order as those caused by prednisone. The second 
compound tried was 16a-methyl-9a-fluoroprednisolone 
(dexamethasone) and this was given to 100 patients, of 
whom 52 had osteo-articular affections, 29 allergic con- 
ditions, 11 endocrine disorders (5 having Addison’s 


disease, 4 hypopituitarism, and 2 the adrenogenital 
syndrome), and 8 had varied disorders, including colitis, 
hypoglycaemia, cirrhosis, and pleural carcinomatosis. 
Most of the patients were adults aged over 45 and the 
daily dosage of dexamethasone varied from 0-2 to 4 mg. 
For the patients with osteo-articular disease treatment 
was continued for up to 9 months, the average dose of 
dexamethasone being between 1 mg. and 3 mg. daily. 
It was shown that the ratio of effective action of predni- 
solone to dexamethasone and of 6-MP to dexamethasone 
was between 5 and 7 (that is, dexamethasone proved to 
be five to seven times more effective). In the patients 
with respiratory and skin allergy, doses not exceeding 
1-5 mg. daily controlled the condition effectively. In 
the 5 cases of adrenal insufficiency dexamethasone was 
found to be 10 times more active than prednisone, and 
in the 2 cases of the adrenogenital syndrome over 40 times 
more active. V. C. Medvei 


961. Intolerance, Complications, and Accidents Caused 
by Dexamethasone (16 M.F.P.). (Intolérances, incidents 
et accidents provoqués par la dexaméthasone (16 M.F.P.)) 
A. Licutwitz, D. Hioco, and C. GresLé. Semaine des 
hépitaux de Paris [Sem. Hép. Paris] 35, 1581-1593, 
May 4, 1959. 8 figs., 24 refs. 


Among the 100 patients treated with dexamethasone 
as described above [see Abstract 960] the undesirable side- 
effects observed were studied in the following groups: 
(1) Tissue effects, including rounding of the face, slight 
Cushing appearance, hirsutism, acne, increase in weight, 
purple striae, and skin infection. (2) Psychological 
effects, such as euphoria, irritability, insomnia, hypo- 
mania, headaches, paraesthesiae, and giddiness. (3) 
Visceral conditions, including effects on the heart 
(dyspnoea, precordial pain, palpitations, hypertension), 
effects on the blood vessels (purpura), effects on the 
digestive tract (increased appetite, sensation of taste, 
excessive thirst, nausea, postprandial pain, meteorism, 
or gastric haemorrhage), and decalcification of bone. 
(4) Metabolic effects, particularly those on sodium, 
potassium, water, calcium, and phosphorus levels. 
(5) Effect on the metabolism of proteins and carbohy- 
drates, including the production of hyperglycaemia, 
particularly in diabetic patients. (6) Glandular effects— 
of which, however, none were observed. 

The authors’ general conclusions are that the side- 
effects of dexamethasone and 6-methyl-prednisolone are 
not only rarer and much less marked than, but also 
qualitatively different from, the comparable side-effects of 
prednisolone, prednisone, and other corticoids. Effects 
on the heart seemed to be completely absent, and digestive 
disturbances were also rarer, although no final conclusion 
could be reached as regards gastric haemorrhage, since 
the number of patients was small. The metabolic 
effects were similar to those of prednisone. The power- 
ful anti-ACTH action of the drug did not seem to cause 
adrenal insufficiency. They therefore conclude that 
these two new corticoids, and especially dexamethasone, 
are far superior in their action to prednisone, predni- 
solone, and other earlier forms, and also have a con- 
siderably wider margin of safety. V. C. Medvei 
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DIABETES MELLITUS 


962. Vitamin B;2 and the Course of Diabetic Retinopathy 
H. Keen and R. SmitH. Lancet [Lancet] 1, 849-852, 
April 25, 1959. 5 figs., 45 refs. 


Becker et al. (J. clin. Nutr., 1953, 1, 417; Abstr. Wld 
Med., 1954, 15, 513) observed that in diabetic patients 
with retinopathy the urinary excretion of an injected 
dose of vitamin B;2 (cyanocobalamin) was abnormally 
high, but that in diabetics without retinopathy excretion 
was subnormal. It was later shown that in alloxan 
diabetic rabbits it was possible to produce capillary 
changes in the retina by administering corticotrophin 
and depleting the animals of vitamin B;2. In this paper 
‘rom St. Mary’s Hospital, London, the results are 
-eported of a controlled clinical trial of vitamin By,2 
‘n the treatment of 25 patients with mild diabetic retino- 
pathy, mild retinopathy being defined as the presence 
only of microaneurysms, with or without a few hae- 
morrhages and exudates. Each patient in the trial was 
paired with another similar in respect of sex, age, dura- 
‘ion of diabetes, and diabetic treatment. One member 
of each pair was given 50 yg. of vitamin B;2 by mouth 
3 times daily for the trial period, while the other member 
received inert tablets. A segment of one retina contain- 
‘ng lesions was then selected for study, the segment being 
»younded by identifiable anatomical limits, and the 
iesions lying within it were accurately plotted. Patients 
returned for re-examination at 8-weekly intervals for 
approximately 48 weeks. At the end of the trial three 
calculations were made for each patient, ‘“‘ density ”’, 
“ change”, and “activity”. Density was determined 
by dividing the number of lesions at the first examination 
by the area of the segment; change was the difference 
between the number of lesions at the last and first 
examinations; and activity was the sum of those lesions 
which disappeared and those which appeared at each 
examination in the trial period. The three factors were 
calculated for microaneurysms, haemorrhages, and 
exudates, separately and all together. 

The results of the investigation indicated that all ‘the 
differences in the mean values for change and acti- 
vity in the 12 vitamin-treated and 13 control cases 
could easily have arisen by chance. The density of the 
lesions, the general appearance of the retina, the effective- 
ness of diabetic control, and the presence of other dia- 
betic complications were similar in the two groups. The 
authors state that the striking outcome of the study was 
the unsuspected degree of activity which repeated 
examination of the segment revealed. Between examina- 
tions haemorrhages sometimes disappeared completely 
or gave place to exudates which might then disappear. 
Microaneurysms were also observed to appear and dis- 
appear without visible intermediate changes, and some- 
times re-appeared in an apparently identical situation 
after an interval of weeks or months. The authors admit 
that observer error may be an important factor in 
counting lesions such as retinal microaneurysms, hae- 
morrhages, and exudates and also stress that their 
observations can only take account of ophthalmoscopic- 
ally visible lesions. Their findings do not suggest, 
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however, that orally administered vitamin B,2 has any 
significant effect on the progress of diabetic retinopathy, 
although, in the light of previous work, they concede 
that some disturbance of vitamin B;2 metabolism may 
be an associated phenomenon. It is pointed out that 
the study convincingly demonstrated the dynamic nature 
of the lesions of diabetic retinopathy, suggesting that in 
its early stage the pathological process is probably 
reversible. John Lister 


963. Peripheral Utilization of Glucose in Diabetic 
Patients 

Y. Goro, I. Ito, and K. Seino. Téhoku Journal of 
Experimental Medicine [Téhoku J. exp. Med.] 69, 113- 
122, 1959. 5 figs., 23 refs. 


At Téhoku University School of Medicine, Sendai, 
Japan, carbohydrate metabolism was studied in 16 non- 
diabetic subjects and 25 diabetic patients, the venous and 
capillary blood sugar levels being estimated with the 
subjects fasting and then after the ingestion of 50 g. of 
glucose orally. 

The mean difference between the venous and capillary 
blood sugar levels did not differ significantly as between 
diabetics and non-diabetics, although the rise in the 
capillary-venous blood sugar difference occurred more 
promptly in the non-diabetic subjects. However, the 
maximum difference between the capillary and venous 
blood sugar levels was not significantly different in the 
two groups. Further calculation of the “‘ glucose utiliza- 
tion index ’ showed that the amount of glucose utilized 
in peripheral tissues was nearly equal in diabetics and non- 
diabetics (82:7 and 78-5 mg. per 100 ml. respectively). 
However, the calculated rate of utilization of glucose 
was significantly higher in non-diabetics (9-89% as 
against 4-9%). The authors suggest that a high blood 
sugar level is a compensatory mechanism which enables 
the diabetic to utilize a normal amount of glucose. 

I. McLean Baird 


964. Observations on the Pancreatic Islet Tissue of Young 
Diabetic Subjects 

N. MACLEAN and R. F. Ocitviz. Diabetes [Diabetes] 
8, 83-91, March-April, 1959. 13 figs., 25 refs. 


In order to get some idea of the succession of changes ~ 
which take place in the pancreas of a young diabetic at 
different stages of the disease the authors have examined 
the pancreas of 41 diabetic patients who died before the 
age of 30 years at the Western General Hospital, Edin- 
burgh. The interval between the known onset of the 
disease and death varied from 2 days to 19 years. The 
18 cases in which the patient died within 8 weeks of 
cases; 
the remaining 23, in which the patients died at intervals 
varying from 9 months to 19 years after the onset of 
diabetes, are termed “ chronic ”’. 

The size of pancreatic islets tended to diminish in pro- 
portion to the duration of the disease—slowly in the 
chronic diabetics and more rapidly in patients with acute 
diabetes. The size of the islets and the proportion and 
weight of islet tissue were greater in the acute than in 
the chronic diabetic cases. In acute diabetics the islets 
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were larger than in non-diabetic control patients, and in 
some of them the proportion and weight of islet tissue 
were normal. K. O. Black 


965. Clinical Experience with DBI (Phenformin) in the 
Management of Diabetes 

J. B. R. McKenpry, K. Kuwayti, and P. P. Rapo. 
Canadian Medical Association Journal [Canad. med. 
Ass. J.) 80, 773-778, May 15, 1959. 7 refs. 


DBI (N!-8-phenethylformamidinyliminourea hydro- 
chloride; phenformin) is a synthetic diguanide compound 
with hypoglycaemic properties. Its mode of action is 
not entirely understood; unlike tolbutamide, it is effective 
in animals in the absence of the pancreas. Observations 
suggest that its action is due to a mechanism involving 
an increased anaerobic glycolysis. The drug has no 
hypoglycaemic effect in healthy human subjects in doses 
up to 400 mg. per day. 

Clinical trials of DBI were carried out at the Ottawa 
Civic Hospital on 58 diabetic patients, of whom 16 were 
males and 42 females. Ages ranged from 16 to 83 
years, but only 7 patients were younger than 40. The 
initial dosage of DBI was usually 25 mg. 2 or 3 times daily 
just before meals, the dose being increased by 25 mg. 
every few days as required. No attempt was made to 
use maintenance dosages higher than 50 mg. 4 times 
daily. The patients continued with their diabetic diets. 
Satisfactory response was obtained in 35 cases (60%), and 
the remaining 23 cases (40°%) were regarded as failures. 
Side-effects occurred in 23 cases (40°%), including 12 
cases in which a satisfactory response to the drug had 
been obtained; in 3 of these latter cases side-effects were 
severe enough to necessitate discontinuance of treatment. 
Gastro-intestinal intolerance was the most frequent and 
most troublesome of the side-effects. It is in respect 
of the prevalence of side-effects that the authors consider 
that DBI compares poorly with insulin. They conclude 
that the strongest indication for DBI treatment is in the 
** brittle” case of diabetes, where its use in conjunction 
with decreased amounts of insulin offers hope of smoother 
control. A. I. Suchett-Kaye 


966. Effects of BZ 55 and DBI on Blood ATP, Inorganic 
Phosphorus and Capillary—Venous Blood Sugar Difference 
Y. Goro, Y. Use, A. TAKANAMI, A. KUWANO, and 
T. UcuryaAmMa. Téhoku Journal of Experimental Medi- 
cine [Téhoku J. exp. Med.] 69, 131-136, 1959. 1 fig., 
16 refs. 


This communication from the University of Téhoku, 
Sendai, Japan, presents the results of a study of the 
action of the oral hypoglycaemic agents “* BZ55 ”’ (car- 
butamide) and DBI (phenethyldiguanide) on the differ- 
ence between capillary and venous blood sugar levels 
which was carried out on 9 diabetic patients and 8 
healthy volunteers who were given 1 g. of carbutamide 
or 100 mg. of DBI; specimens of venous and capillary 
blood were then taken for estimations of glucose, adeno- 
sine triphosphate, and inorganic phosphorus content. 

The oral administration of 1 g. of carbutamide resulted 
in a decrease in the blood inorganic phosphorus level 
and in the capillary-venous glucose difference in both 
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diabetic and non-diabetic subjects, while the blood 
adenosine triphosphate level was raised in diabetics but 
lowered in the normal subjects. The authors suggest 
that this indicates the acceleration of carbohydrate 
metabolism in peripheral tissues by carbutamide. The 
oral administration of 100 mg. of DBI usually produced 
a small increase in the blood adenosine triphosphate 
level and a decrease in the blood inorganic phosphorus 
level and the capillary-venous blood sugar difference. 
These changes occured in both diabetics and non- 
diabetics, suggesting that the action of DBI is not 
entirely peripheral. I. McLean Baird 


967. Changes of Blood ATP, Inorganic Phosphorus 
and Blood Sugar after Injection of Glucuronic Acid in 
Diabetics and Nondiabetics 

Y. Goto, Y. Usme, A. TAKANAMI, A. KUWANO, and 
T. UcutyamMa. Journal of Experimental Medi- 
cine [Téhoku J. exp. Med.] 69, 137-141, 1959. 1 fig., 
12 refs. 


This study of the effects of injection of glucuronic 
acid was carried out at the Medical Clinic of Téhoku 
University, Sendai, Japan, on 9 diabetic and 7 non- 
diabetic adults who fasted overnight and next morning 
received 1,000 mg. of sodium glucuronate by intra- 
muscular injection. The blood adenosine triphosphate 
level was elevated after an initial decrease, the blood 
inorganic phosphorus level was decreased, and the blood 
sugar level was lowered both in the diabetics and the 
non-diabetics after the injection of glucuronate. The 
authors suggest that glucuronic acid accelerates carbo- 
hydrate metabolism in diabetic as well as in non-diabetic 
subjects, but further studies are required to clarify the 
mechanism of this action. I. McLean Baird 


968. The Treatment of Diabetes with N-N-Dimethyl- 
diguanide (LA 6023). (Traitement du diabéte par le 
N-N-diméthyl diguanide (LA 6023)) 

E. AzeraD and J. Lusetzxki. Presse médicale [Presse 
méd.] 67, 765-767, April 18, 1959. 1 fig., 13 refs. 


Dimethyldiguanide (LA 6023) was given by mouth in 
doses of 1 to 3 g. a day in the treatment of a mixed group 
of 80 diabetics, about half of whom had previously been 
receiving insulin. In the latter group the drug was 
gradually substituted for insulin until it replaced it com- 
pletely or until glycosuria appeared. The degree of 
diabetic control was considered to be good (no insulin 
required) in 34 cases (38-6°), satisfactory (insulin require- 
ment markedly diminished) in 35 (39-8°%%), and inade- 
quate in 19 (21-6%). The best response was observed 
in patients who had never received insulin or had not 
needed it for some time, in those over 50 years of age, 
and in the obese. However, good or satisfactory results 
were obtained in 14 out of 21 patients under 40. Side- 
effects were noted in 10 cases (11-1°4)—nausea, vomiting, 
and diarrhoea being the most common upsets—and in 
4 of these (4-5°%%) treatment had to be stopped. In 68% 


of patients previously treated with insulin the dose could - 


be reduced and in 13% it could be discontinued. These 
results are considered to equal those obtained with the 
hypoglycaemic sulphonamides. Kenneth Gurling 
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969. Differentiation between Rheumatoid Arthritis and 
Systemic Lupus Erythematosus by Sheep Cell Agglutina- 
tion Tests 

A. BLack, M. Go.tpin, R. M. Poske, and L. MALMED. 
Arthritis and Rheumatism [Arthrit. and Rheum.] 2, 
99-103, April, 1959. 10 refs. 


In a combined study carried out at 5 centres in and 
near Chicago an attempt was made to demonstrate clear- 
cut serological differences between rheumatoid arthritis 
(35 cases) and systemic lupus erythematosus (28 cases) 
and further to evaluate a group of 17 cases of rheumatoid 
arthritis in which L.E. cells were present in the peripheral 
blood. Two variations of the sensitized sheep cell 
agglutination test were used. In the euglobulin method 
of Ziff the euglobulin fraction of the serum protein is 
separated by dialysis against an acid buffer at 4°C.; 
an initial dilution of 1:14 is tested and a titre of 1:28 
is considered positive. In the cold precipitation method 
of Svartz the globulin is precipitated from the serum by 
adding 14 volumes of cold distilled water and allowing 
it to stand for 48 hours at 4° C.; the initial dilution is 
1:4 and a titre of 1:16 is considered positive. 

The euglobulin test was highly sensitive for rheuma- 
toid arthritis (71% positive), but the result was also 
positive in 54°% of cases of systemic lupus erythematosus. 
The cold precipitation test, though less specific for 
rheumatoid arthritis, gave a positive result in only 4 
cases (14°%) of lupus erythematosus. In the patients 
with rheumatoid arthritis and L.E. cells both tests gave 
a higher proportion of positive results, and in higher 
titre, than in the group with rheumatoid arthritis and a 
negative L.E.-cell reaction. The authors suggest that 
both tests be performed when diagnostic problems in- 
volving these diseases arise. Oswald Savage 
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970. The Clinical Course of Rheumatism in Early 
Childhood. (K knuHHKe peBMaTu3ma y paHHero 
Bospacta) 

V. S. ANDREEVA. J7eOuampua [Pediatrija], 37, 8-11, 


April, 1959. 10 refs. 


Of 1,693 children aged 1 to 16 years with acute rheuma- 
tism observed during 7 years (1950-7), 36 (2:1%) were 
under 3. Of these 36 (22 boys, 14 girls), 3 (9%) had a 
history of previous attacks compared with 748 (44°) in 
the whole series. It thus appears that acute rheumatism 
at this early age is not so uncommon as is generally 
supposed and that, contrary to experience in older 
children, it may affect boys predominantly. : 

Home conditions were satisfactory in all but one of 
these 36 cases. There was a family history in 6 cases 
(16°6%)—a low figure. All the patients were full-term 
infants with a satisfactory birth weight who had been 


breast-fed to the Sth or 6th month. The attacks usually 
followed catarrh of the upper respiratory tract, influenza, 
or influenzal pneumonia. Five of the 36 developed 
pancarditis and 9 died. Of 10 whose primary attack 
occurred before the end of their second year, 5 died. 
The mortality among children under 2 was 50%, among 
those aged 2 to 3 17-4%, and among those aged 3 to 7 
11-5°%, whereas in the rest of the series (age 7 to 16) it 
was 0-8%. The commonest clinical picture of the 
disease in children under 3 was carditis with limb pains 
or polyarthritis. In no case were there symptoms of 
chorea. L. Firman-Edwards 


971. Short-term Hormone Therapy: Its Effect in Active 
Rheumatic Carditis of Varying Duration 

M. G. Witson and WAN Noo Lim. New England 
Journal of Medicine [New Engl. J. Med.]| 260, 802-807, 
April 16, 1959. 1 fig., 15 refs. 


In a previous paper from the New York Hospital— 
Cornell Medical Center (J. Amer. med. Ass., 1956, 160, 
1457; Abstr. Wld Med., 1956, 20, 384) it was reported 
that when 55 attacks of active rheumatic carditis of 3 
to 21 days’ duration were treated with steroids for an 
average of only 7 days and early ambulation there was 
no overt cardiac disease in most cases for an average 
follow-up period of 9 years, these results being in marked 
contrast to those obtained in 165 cases treated without 


‘steroids. 


In the study herein reported a further 53 attacks of 
active rheumatic carditis in 47 patients (mostly child- 
ren) were treated, after several days of initial observation 
and investigation, with various steroid hormones of the 
cortisone group, again for an average period of 7 days. 
The exact daily dose was determined by the circulating 
eosinophil count, the aim being to keep this below 10 
per c.mm. The diagnostic criteria of active carditis 
were those of the American Heart Association, 26 of the 
attacks being presumably initial and 27 recurrent. The 
duration of the carditis before treatment was 4 to 21 
days in 36 cases and 22 days to 4 months in 17. The 
clinical picture in most cases indicated severe disease. 
Improvement was generally rapid and impressive, par- 
ticularly in those patients treated early in the disease, and 
progressive symptoms of carditis were terminated in 91°%. 
Five patients suffered a relapse soon after stopping treat- 
ment, but were re-treated with good response. Of 36 


‘patients with initial attacks who were treated early, all 


but 2 recovered without overt cardiac damage. In the 
17 patients whose treatment was started late progressive 
disease was prevented, although cardiac damage present 
at the onset of treatment was not reversed. Rebound 
phenomena without carditis were common on with- 
drawing steroid therapy (14 cases). The average daily 
dose of hydrocortisone was 320 mg. and of prednisone, 
prednisolone, and methylprednisolone 100 to 160 mg. 
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It is suggested that when the duration of the disease is 
less than 3 weeks short-term steroid therapy results in 
the termination rather than the suppression of the clinical 
signs and symptoms of active carditis, and that long-term 
hormone therapy is not required in such cases. Rebound 
phenomena (as opposed to relapse of the carditis) do 
not require further treatment. 

[The results obtained with treatment of such exception- 
ally short duration are remarkable.] John Lorber 


CHRONIC RHEUMATISM 


972. Comparative Studies of the Waaler—Rose Haemag- 
glutination Reaction and the Latex Fixation Test in 
Rheumatic Diseases. (Vergleichende Untersuchungen 
zwischen der Hamagglutinationsreaktion nach Waaler 
und Rose und dem Latexfixationstest bei rheumatischen 
Erkrankungen) 

W. MULLER and E. Scuupp. Zeitschrift fiir Rheuma- 
forschung {Z. Rheumaforsch.| 18, 97-113, April, 1959. 
1 fig., 28 refs. 


At the University Medical Clinic, Freiburg, the results 
of the latex fixation test and the Rose-Waaler haemag- 
glutination reaction were compared in 257 patients with 
a variety of rheumatic disorders, in 50 patients with non- 
rheumatic diseases, and in 30 healthy subjects. The 
results of the two tests were generally in agreement, dis- 
cordant results being most often due to a false positive 
reaction to the haemagglutination test. Neutralization 
of the rheumatoid factor with y globulin produced a 
similar fall of titre in both tests. In progressive rheuma- 
toid arthritis (68 cases) the latex fixation test gave 84-3°% 
and the haemagglutination test 83-7% positive results. 
On the other hand in chronic polyarthritis with a cyclic 
course both tests usually gave a negative result, and this 
condition is therefore thought to represent a separate 
disease entity from rheumatoid arthritis. In the other 
rheumatic and non-rheumatic diseases positive results 
were very rare, and the group of healthy subjects gave 
entirely negative results. The latex fixation test is pre- 
ferred by the authors to the haemagglutination reaction 
as it is a simpler procedure, is more easily reproducible, 
and gives rise to fewer doubtful results. 

G. W. Csonka 


973. The Latex Fixation Test and the Agglutination 
Reaction with Sensitized Sheep Erythrocytes in the 
Demonstration of Characteristic Serum Changes in 
Rheumatoid Arthritis. (Der Latex-Test und die Agglu- 
tination mit sensibilisierten Schaf-Erythrozyten am 
KAlteprazipitat im Rahmen der fiir die primar-chronische 
Polyarthritis charakteristischen Serumveranderungen) 

F. Harter. Zeitschrift fiir Rheumaforschung [Z. 
Rheumaforsch.] 18, 150-159, April, 1959. 4 figs., 18 refs. 


Serum from 256 patients (77 with rheumatoid arthritis, 
105 with other rheumatic disorders, and 74 with non- 
rheumatic diseases) was examined by the latex fixation 
test, the Rose-Waaler haemagglutination reaction, 
streptococcal L-agglutination and O-agglutination reac- 
tions, and the antistreptolysin reaction. The latex test 
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has the merit of simplicity and gave positive results in 
90°% of cases of rheumatoid arthritis, which was a much 
higher proportion than was obtained with any of the 
other tests used. In the cases of other types of rheuma- 
tic disease and of non-rheumatic disease the proportion 
of positive reactions was very low with all tests except 
the antistreptolysin reaction, which was positive in 4 
(25%) of 16 cases of atypical chronic polyarthritis, in 
22 (46°%%) of 48 cases of non-articular rheumatism, and 
in 13 (17%) of the 74 cases of non-rheumatic disease 
compared with 16 (21%) of the 77 cases of rheumatoid 
arthritis. G. W. Csonka 


974. Studies of Complement Fixation with Tissue Anti- 
gens in Rheumatic Subjects. (Untersuchung der Kom- 
plementbindung mit Gewebeantigenen bei Rheuma- 
kranken) 

L. Baxos, ©. Scuutor, J. SzirArp, and G. VaspA. 
Zeitschrift fiir Rheumaforschung [Z. Rheumaforsch.] 18, 
144-150, April, 1959. Bibliography. 

Extracts of heart, tonsil, lymph node, and granulo- 
matous tissue obtained at biopsy or necropsy from 
persons with rheumatic disorders were prepared and 
exposed to ultrasonic radiation to reduce their anti- 
complementary effect and thus increase their activity 
as antigens. With these antigens a total of 599 com- 
plement-fixation tests (Wassermann technique) were 
performed on sera from patients with rheumatic diseases, 
from patients with non-rheumatic diseases, and from 
healthy subjects. The mean proportion of positive reac- 
tions with the four antigens was highest in the rheumatic 
group (45°%) and lowest in the control group (147%). 

Because of its lack of specificity this test is considered 
to be of little value for diagnostic purposes in rheuma- 
tology. It may, however, be useful in investigating 
problems of organ specificity. G. W. Csonka 


975. Chronic Inflammatory Rheumatism in Children. 
(Le rhumatisme inflammatoire chronique de l’enfant.) 
[Monograph] 

J. Forestier, F. JACQUELINE, and L. CANeT. Rhuma- 
tologie [Rhumatologie] 11, 51-119, March-April, 1959. 
30 figs., bibliography. 


976. Relief of Arthritic Pain and Rehabilitation of 
Chronic Arthritic Patient by Extended Sympathetic 
Denervation 

R. Herrort and S. H. NICKERSON. Archives of Physical 
Medicine and Rehabilitation [Arch. phys. Med.] 40, 133- 
140, April, 1959. 23 refs. 


Conventional lumbar sympathectomy has been tried 
occasionally in the past for the relief of arthritic pain, 
but a poor impression has been obtained of its efficacy. 
On 14 patients with pain due to arthritis in the lower 
limbs the present authors have performed a more exten- 
sive operation, removing the lumbar sympathetic trunk 
on the side of the painful joint from the crus to the 
pelvic brim and interrupting sympathetic fibres crossing 
from the opposite side by making “ cross-hatch” cuts 
on to the periosteum of the 3rd and 4th lumbar vertebrae. 
This has necessitated mobilizing the vena cava and the 
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aorta. Postoperative sweating patterns have shown 
patchy areas of anhidrosis on the contralateral thigh, 
suggesting that decussating fibres are in fact interrupted 
by this operation. In one additional case in which 
venous abnormalities prevented the removal of the 
upper lumbar trunk there was no relief of pain in the 
corresponding knee joint. 

Brief case histories are given. Many of the patients 
were elderly; the oldest was 81 and the youngest 49. 
Arthritic pain had usually been present for several years 
and steroid therapy had been tried without success. 
Intractable pain was [apparently] the only criterion for 
selection of the cases; vasomotor phenomena were not 
present. One patient had undergone obturator neurec- 
tomy and cordotomy with only temporary relief. There 
was no operative mortality or morbidity. All the 
patients reported relief of rest pain immediately on 
recovering from anaesthesia, with increasing mobility of 
the affected joint during the next 2 weeks. No relapse 
has occurred, the follow-up period ranging from 3 
months to 34 years. The authors believe that the 
operation interrupts pain fibres arising within the joints 
of the lower limb. C. J. Longland 


977. Sacro-iliitis in Reiter’s Disease 
J. K. Oates and A. C. YounG. British Medical Journal 
[Brit. med. J.] 1, 1013-1015, April 18, 1959. 21 refs. 


The incidence of radiographic evidence of sacro-iliac 
joint disease in a series of 78 patients (76 men and 2 
women) [ages not stated] who were treated at the London 
Hospital for Reiter’s disease was studied. All the 
patients had arthritis in one or more [unspecified] joints, 
with urethritis and sometimes conjunctivitis or iritis. 
In 46 cases the patient had had more than one attack. 
The criteria whereby the x-ray findings were assessed are 
stated [although the number of observers is not specified 
and the use of a “* blindfold ”’ technique is not mentioned]. 

The sacro-iliac joints were regarded as normal in 34 
cases and abnormal in 35 (unilateral in 6 and bilateral 
in 29); there was doubtful evidence of sacro-iliitis in 9 
cases. Of the 35 patients with definite radiographic 
evidence of sacro-iliitis, 16 complained of backache and 
12 had iritis, the average duration of the disease in this 
group being 13 years. In contrast, of the 34 patients in 
whom no such evidence was found, only 5 complained 
of backache and 3 had iritis, while the average duration 
of their disease was 4-8 years. All the patients with 
sacro-iliitis who were examined had genital infection in 
the form of chronic prostatitis, and the authors discuss 
the strong but inconclusive evidence for the role of focal 
infection in the causation of this condition and others 
affecting the joints of the spine and pelvis. 

The occurrence of iritis in association with rheumatic 
diseases, particularly ankylosing spondylitis, has fre- 
quently been reported. Of the 12 patients with iritis in 
the group with sacro-iliitis, 9 had recurrent attacks, a 
point which the authors stress. All showed evidence of 
prostatitis. The difficulty of distinguishing patients with 
Reiter’ s disease and sacro-iliitis from those with anky- 


discussed. J. Warwick Buckler 
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978 (a). The Effect of Myocardial Infarction on the 
Articular Disorder in Rheumatoid Arthritis. (Wplyw 
zawatu mieSnia serca na dolegliwogci stawowe w gosécu 
pierwotnie przewlektym) 


978 (b). Polyarthritic Disturbances in the Course of 
Myocardial Infarction. (Zmiany wielostawowe w prze- 
biegu zawatu mieénia serca) 

B. JocHweps. Polski Tygodnik Lekarski [Pol. Tyg. 


lek.) 14, 380-381; March 2, and 483-485, March 16, 
1959. 21 refs. 


In the first of these two papers a clinical study is pre- 
sented of 5 patients with rheumatoid arthritis quiescent 
for at least a year who were admitted to hospital after 
an attack of myocardial infarction of moderate severity. 
In 3 cases the inflammation of the joints flared up within 
12 to 18 hours of the onset of cardiac pain, while in the 
other 2 joint pains developed in the 2nd and 4th weeks 
respectively. Phenylbutazone in doses of 0-6 g. daily 
was effective in controlling the joint pains, aspirin and 
other analgesics being less useful. 

. The second paper deals with the occurrence of poly- 
arthritis in association with myocardial infarction in 
patients who had never previously suffered from joint 
disease. (The classic ‘‘ shoulder—hand” syndrome is 
not included in the series.) During a 3-year period 
(1954-7) 6 such cases were seen. In one case the joint 
symptoms preceded the myocardial infarction by one 
day, in a second case they developed on the same day, and 
in others they appeared between the 4th and 6th weeks 
after the infarction. In all cases the pains in the joints 
disappeared, usually without any special treatment, 
though in some they lasted 6 to 7 months. In only one 
case were there objective clinical and radiological changes 
characteristic of rheumatoid arthritis; even in this case 
recovery was complete. The pathogenesis is obscure, 
possible factors suggested by the author including hor- 
monal disturbances, “stress”, and the products of 
tissue necrosis. 

[The abstracter has recently treated a middle-aged 
woman who, after a severe attack of myocardial infarc- 
tion, had an acute exacerbation of long-standing rheuma- 
toid arthritis. The affected joints were very painful 
and the usual analgesics appeared to have little effect. 
Improvement in the joints began after 10 to 14 days, 
coinciding with the improvement in the cardiac con- 
dition.] A. I. Suchett-Kaye 


979. Long-term Use of Prednisone and Prednisolone in 
Juvenile Rheumatoid Arthritis: Report of Fifteen Cases 
E. E. Harnacet. A.M.A. Journal of Diseases of 
Children [A.M.A. J. Dis. Child.] 97, 426-431, April, 
1959. 22 refs. 


At Los Angeles Orthopedic Hospital prednisone and 
prednisolone were given to 15 patients with juvenile 
rheumatoid arthritis, treatment lasting 8 to 24 months 
(average 19 months). Ancillary measures, such as 
physiotherapy and administration of aspirin, were con- 
tinued, but no new methods of treatment were intro- 
duced. Since the antirheumatic action of the two drugs 
is similar they were used interchangeably in this study; 
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they were given in full dosage, 9 of the patients being 
maintained on more than 10 mg. a day. 

There was complete remission in 3 patients during the 
period of observation (2 of whom had had remissions in 
the past) and some degree of improvement in 6 others. 
The remaining 6 patients were either not improved or 
became worse. However, 12 of the patients reported 
subjective relief. Side-effects were numerous, 28 being 
encountered, but were largely minor and did not call for 
any modification in treatment. Transitory diabetes 
mellitus was reported in one case. There was some 
evidence that normal growth and increase in weight 
were slowed down during treatment. 

The author concludes that the findings provide no 
evidence that these hormones alter the natural course of 
the disease or retard progressive joint damage, but sub- 
jective benefit was striking, while the minor side-effects 
which occurred were not a serious problem. 

B. E. W. Mace 


980. Studies on Adrenal Cortical Activity in Patients 
with Rheumatoid Arthritis: the Diurnal Pattern and 
Twenty-four Hour Levels of Urinary Total 17-Hydroxy- 
corticosteroids and 17-Ketosteroids 

S. R. Hitt, H. L. Hotvey, A. ULLOA, W. R. STARNES, 
L. L. Hupertt, and J. H. McNet. Arthritis and Rheu- 
matism [Arthrit. and Rheum.] 2, 114-126, April, 1959. 
3 figs., bibliography. 

- This paper from the University of Alabama reports a 
comparative study of the diurnal pattern and 24-hour 
total of urinary excretion of 17-hydroxycorticosteroids 
(17-(OH)CS) and 17-ketosteroids (17-KS) in ambulatory 
and hospitalized patients with rheumatoid arthritis and 
control subjects. The mean rate of 17-(OH)CS excretion 
(measured in 6-hour periods) in 10 ambulatory normal 
subjects was highest between 7 a.m. and 1 p.m. and lowest 
from 1 p.m. to 7 p.m. This was also the case in 11 
hospitalized normal subjects and in 10 hospitalized 
patients with non-rheumatic chronic diseases. In con- 
trast 12 hospitalized and 11 ambulatory patients with 
rheumatoid arthritis showed little variation in the rate of 
17-(OH)CS excretion throughout the day and night. 
The mean 24-hour excretion of 17-(OH)CS in the two 
groups with rheumatoid arthritis was considerably less 
than in the normal and non-rheumatic groups, though it 
was considered to be within the normal range. The 
constant diurnal pattern of 17-(OH)CS excretion found 
in the patients with rheumatoid arthritis was not observed 
with 17-KS, excretion of which decreased from morning 
to evening in all groups. The mean 24-hour 17-KS 
excretion was remarkably constant in all groups and fell 
well within the normal range in the patients with rheu- 
matoid arthritis. 

The flattened diurnal pattern of 17-(OH)CS excretion 
and the high ratio between total 17-KS and 17-(OH)CS 
excretion in patients with rheumatoid arthritis as com- 
pared with control subjects are of considerable interest. 
The authors point out that speculation on a possible 
cause and effect is unwarranted at this time, but that the 
quantitative relationship of one hormone to another may 
be as important as the absolute level of either hormone 
alone. Oswald Savage 


981. On the Effects of Simultaneous Short Time Adminis- 
tration of Corticotrophin and Cortisone Acetate in Patients 
with Rheumatoid Arthritis. [In English] 

J. L. KALLIOMAKI, M. KULONEN, and R. I. VASAMA. 
Acta endocrinologica {Acta endocr. (Kbh.)| 31, 49-54, 
May, 1959. 3 refs. 


In studies carried out at the University Medical Clinic, 
Turku, Finland, the authors have compared the thera- 
peutic effects of cortisone alone with that of cortisone 
combined with corticotrophin (ACTH) in patients with 
rheumatoid arthritis. Of the 21 patients studied, 10 
(Group 1) were given 50 mg. of cortisone daily together 
with 25 units of ACTH intramuscularly for 10 days, 
while the other 11 patients (Group 2) received 50 mg. of 
cortisone only. 

Of the 10 patients in Group 1, the joint symptoms were 
improved in 5 and unchanged in 5, while in Group 2 
these symptoms were improved in 4 and unchanged in 7. 
No other effects on the course of the disease were 
observed. The erythrocyte sedimentation rate fell in 
both groups and the lower rate was maintained for one 
week after treatment in Group 1. The body weight of 
patients in Group 2 increased for a day or two at the 
beginning of treatment, but then returned to the basal 
values by the 10th day; in Group 1 there was no change 
in body weight. There was no significant change in 
the serum sodium and glucose levels in either group, but 
the serum potassium level fell slightlyin Group 2. No 
effect on the blood pressure was noted. The eosinophil 
count fell in both groups and remained low for more 
than 3 days after cessation of therapy, and in this respect 
also there was no significant difference between the two 
groups. The authors conclude [nevertheless] that they 
** feel justified in considering that... ACTH and corti- 
sone acetate administered simultaneously yields effects 
which are unlike those of cortisone acetate given alone ”’. 

William Hughes 


982. An Electromyographic Study on Patients with 
Arthritis. [In English] 

H. GRAUDAL and N. Hvip. Acta rheumatologica Scan- 
= [Acta rheum. scand.] 5, 34-41, 1959. 1 fig., 
16 refs. 


At Rigshospitalet, Copenhagen, muscle action poten- 
tials were studied by means of a three-channel electro- 
myograph in 31 arthritic patients, most of whom had 
rheumatoid arthritis. At room temperature 138 poten- 
tials were recorded from the first dorsal interosseous 
muscle of the hand, the values being compared with 
those in 10 healthy females, aged 19 to 22 years. In 19 
of the 31 patients there was a reduction in the duration 
of the potentials, which, the authors state, is character- 
istic of myositis and certain other forms of myopathy. 
In one instance the deviation from normal was as high 
as 35%. The deviations were not attributable either to 
disuse atrophy or to a high intramuscular temperature, 


but serological tests appeared to show some relationship | 


between the deviations and haemagglutination and strep- 
tococcal agglutination reactions. Electromyographic 
abnormalities were observed as early as one month after 
the onset of symptoms and before muscle atrophy had 
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developed. They were not modified by gold or cortico- 
steroid therapy. 

In 11 patients the duration of action potentials was 
normal. Spontaneous activity was recorded in 18 cases, 
but the exact significance of this was difficult to deter- 
mine. In one patient with ankylosing spondylitis the 
potentials obtained from the muscle in a state of relaxa- 
tion resembled the fibrillation potentials associated with 
denervation. 

It is of interest that in 17 cases other muscles, such as 
the tibialis anterior, quadriceps femoris, and opponens 
pollicis, were tested, and the responses were invariably 
normal. A. Garland 


983. Heredity in Ankylosing Spondylitis 
D. O’CONNELL. Annals of Internal Medicine [Ann. 
intern. Med.| 50, 1115-1121, May, 1959. ‘1 fig., 10 refs. 


After a brief review of the literature concerning the 
hereditary factor in ankylosing spondylitis the author 
reports an investigation of the incidence of ankylosing 
spondylitis and rheumatoid arthritis among the parents 
and siblings of 70 spondylitic patients attending Charing 
Cross Hospital, London. Among the 428 close relatives 
of the patients 16 with spondylosis were discovered. 
This incidence of roughly 1 in 27 among relatives is far 
higher than previous estimates of the incidence of an- 
kylosing spondylitis in the general population. The 
family pattern of distribution of the spondylitis favoured 
transmission by a simple dominant gene with differing 
penetrance for males and females. Thus among the 35 


close relatives of 9 female spondylitic patients there 
were 4 cases of ankylosing spondylitis, which would seem 
to support the theory of greater penetrance in families 
with an affected mother or other female progenitor. 


In addition 6 cases of rheumatoid arthritis were dis- 
covered among the 428 close relatives of the patients, an 
incidence of 1in 71. The author notes that although this 
is 2 to 3 times the estimated incidence of rheumatoid 
arthritis in the general population, the difference is not 
statistically significant. The finding in one family of the 
transmission of ankylosing spondylitis from grandfather 
to grandson through a mother with rheumatoid arthritis 
strongly suggests a common genetic factor for the two 
diseases. M. Wilkinson 


COLLAGEN DISEASES 


984. Acrosclerosis: a Disease sui generis or a Variety of 
Diffuse Scleroderma? 
S. JABLONSKA, B. BuBNow, and B. LuKAsIAK. British 
Journal of Dermatology [Brit. J. Derm.| 71, 123-133, 
April, 1959. 36 refs. 


Because of the conflicting views about the classification 
of acrosclerosis and its relation to diffuse scleroderma the 
authors, from the Warsaw Medical School, present an 
analysis of 45 cases of diffuse scleroderma, 33 of which 
were of acroscleroderma type. Of these 33 cases, only 
5 were in men and one of these was atypical. In all 
but 3 of the cases there were simultaneous features of 
both so-called acrosclerosis and “ diffuse ’” scleroderma, 


309 
which made distinction between the two diseases im- 
possible and led to the conclusion that acrosclerosis is a 
variety of diffuse scleroderma preceded or accompanied 
by Raynaud’s phenomenon. 

Sensory chronaxy is regarded as very important for 
prognosis, successive distinct and increasing prolonga- 
tions being an indication of rapid development of the 
disease, whereas diminution is a favourable symptom. 
The pathogenesis of scleroderma is thought to be prob- 
ably connected with damage to higher autonomic nervous 
centres, including those exerting vasomotor control. 

E. W. Prosser Thomas 


985. The Role of Splenectomy in the Management of 
Acquired Autoimmune Hemolytic Anaemia Complicating 
Systemic Lupus Erythematosus 

H. E. Sarves and W. C. Levin. American Journal of 
Medicine [Amer. J. Med.| 26, 547-554, April, 1959. 
3 figs., 25 refs. 


An investigation of the part played by splenectomy in 
the management of acquired haemolytic anaemia is 
reported in this paper from the Hematology Research 
Laboratory, University of Texas, Galveston. The 
authors describe in detail 3 cases of systemic lupus ery- 
thematosus in which steroid therapy did not result in 
any improvement in an associated acquired haemolytic 
anaemia, but satisfactory remission followed splenec- 
tomy. 

The rationale of the operation is discussed. Con- 
trary to the findings of others splenectomy did not have 
any ill effects on the course of the primary disease. 

R. B. Thompson 


986. Rheumatic Manifestations of Polymyositis and 
Dermatomyositis 

C. M. Pearson. Arthritis and Rheumatism [Arthrit. 
and Rheum.} 2, 127-143, April, 1959. 5 figs., 12 refs. 


Among 17 cases of polymyositis and dermatomyositis 
seen in a 24-year period at the Wadsworth Hospital, 
Veterans Administration Center, Los Angeles, there were 
8 in which various rheumatic and arthritic symptoms 
occurred. Certain features were found helpful in differ- 
entiating these 8 cases from rheumatoid arthritis. 
Muscle weakness was prominent, particularly around the 
pelvic and shoulder girdles; the arthritis was mild and 
did not produce either deformities or radiological 
changes; difficulty in swallowing was frequent; and the 
findings of increased serum transaminase activity and 
electromyographic changes were notable. However, 
the sheep cell agglutination test frequently gave positive 
results in these cases. 

In most cases prolonged treatment with adrenal steroids 
produced significant relief from the rheumatic symptoms 
and improvement in muscular strength. 

. Oswald Savag 


987. Dermatomyositis and Malignancy: a Review of the 
Literature 

R. C. Wititams. Annals of Internal Medicine [Ann. 
intern. Med.] 50, 1174-1181, May, 1959. 1 fig., biblio- 
graphy. 
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DIAGNOSTIC METHODS 


988. Use of Echoencephalography 

M. DE VLIEGER and H. J. Ripper. Neurology [Neu- 
rology (Minneap.)| 9, 216-223, April, 1959. 8 figs., 
8 refs. 


When a beam of ultrasonic vibrations is passed trans- 
versely through the cranium in short pulses a high- 
amplitude reflection is usually obtained from the inner 
surface of the opposite side of the skull. In addition, 
midway between the transmitted pulse and this “* back 
reflection ’’, a somewhat smaller reflection can be de- 
tected which must originate from some surface in the 
midline of the brain. Using normal industrial ultra- 
sonic equipment the authors, working at the Municipal 
Hospital, Coolsingel, Rotterdam, have investigated the 
displacement of the midline caused by various lesions of 
the brain. Details are given of the method of application 
and of certain modifications of the apparatus that were 
found necessary. Altogether 47 patients with a variety 
of diagnoses who had been fully investigated by other 
methods of examination were studied. In 21 out of 23 
cases of tumour or intra- or extra-cerebral haematoma a 
displacement of the midline reflection was observed 
which corresponded to the displacement demonstrated 
by angiography, ventriculography, or pneumoencephalo- 
graphy. The 2 remaining patients, one with an epidural 
and one with a subdural haematoma, were examined 
before the equipment had been fully adapted for the 
purpose. Among the other patients without displace- 
ment of the midline reflection were several with cerebral 
tumours in whom no displacement was demonstrable 
by radiographic methods. The authors suggest that 
this is a promising technique whereby information con- 
cerning displacement of the brain can be obtained quickly 
and simply without risk of ill effects. It should there- 
fore be of particular value in the examination of acute 


cases. J. L. Standen 
989. Electroencephalographic Changes with Intracarotid 
Megimide and Amytal in Man 


R. WeRMAN, P. J. ANDERSON, and N. CHRISTOFF. 
Electroencephalography and Clinical Neurophysiology 
[Electroenceph. clin. Neurophysiol.] 11, 267-274, May, 
1959. 4 figs., 9 refs. 


The authors have studied the effects upon the electro- 
encephalogram (EEG) of intracarotid injections of 
““megimide”’ (bemegride) and of “sodium amytal” 
(amylobarbitone sodium) given to patients with neuro- 
logical disease who were undergoing arteriography at 
Mount Sinai Hospital, New York. The dosage of 
amylobarbitone varied from 25 to 75 mg., and that 
of bemegride from 10 to 20 mg., injected in a volume of 
0-5 to 2 ml. The injections were given to a total of 16 
patients of between 17 and 81 years of age, and the 
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EEG was recorded continuously throughout with fine 
needle scalp electrodes. The carotid punctures were 
performed under local analgesia, and opaque arterio- 
graphy had been completed before the injections. 

In all the patients alterations in behaviour and 
significant EEG changes followed the injection. After 
25 mg. of amylobarbitone had been injected contralateral 
sensorimotor manifestations appeared, including hemi- 
paresis, paraesthesiae, and hemianopia. These symp- 
toms and signs disappeared within 5 seconds. Larger 
doses of amylobarbitone produced nystagmus, dysarth- 
ria, and sleep, often after a delay of about 20 seconds. 
The EEG, however, showed bursts of high-amplitude 
slow activity of delta frequency; these occurred bilater- 
ally, but were often more prominent on the side of the 
injection. Bemegride in adequate dosage produced 
motor seizures which began within 5 seconds of the 
injection and lasted from 15 seconds to 2 minutes. In 
all cases there were turning of the head to the opposite 
side, with twitching of the opposite arm; usually the 
seizure then became generalized. The EEG changes 
consisted of irregular spike-and-wave activity, but this 
occurred bilaterally. The responses appeared to be 
independent of the nature of the underlying pathological 
condition for which the patient was being investigated. 
Hence this technique appears to be of no diagnostic 
value, but it may be a useful method for carrying out 
further studies of cerebral physiology and pharmacology. 
No lasting ill effects were observed in the patients 
studied, so that the technique appears to be safe if used 
judiciously. John N. Walton 


BRAIN AND MENINGES 


990. The Periodic Migrainous Neuralgia of Wilfred 
Harris 


E. R. Bickerstarr. Lancet [Lancet] 1, 1069-1071, May 
23, 1959. 13 refs. 


The author set out to define the clinical features of the 
syndrome originally described by Harris in 1926 (Neuritis 
and_ Neuralgia, London) under the name of periodic 
migrainous neuralgia, but since referred to by a great 
variety of other names, of which perhaps the best known 
are autonomic facial cephalgia and “* cluster headaches ”’. 
Of 30 patients with the syndrome seen at Birmingham 
hospitals in the past 5 years 21 were males. The age of 
onset was most frequently between the ages of 30 and 
40 years, but one case occurred in a boy aged 11. In 13 
out of 20 patients questioned there was a history of 
migraine which had ceased-at the onset of the neuralgia. 


The chief symptom is severe unilateral pain located ° 


about the orbit. During an attack the eye on the 
affected side becomes reddened, there is profuse lacrima- 
tion, and in some cases the nostril on the same side may 
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become blocked and the forehead and cheek flushed. 
The pain recurs at the same time each day; character- 
istically it occurs in the early hours, between midnight 
and 3 a.m., and usually lasts not more than 2 hours. In 
contrast to migraine, during the attack the patient is 
restless and cannot sit or lie still. The attacks occur in 
self-limiting bouts which last for up to 6 weeks, and the 
patient, who is generally otherwise healthy, is free from 
attacks between bouts. 

Ergotamine tartrate has been found very effective 
in treatment. The author advocates a dosage of 0-25 
mg. three times daily for 5 days in the week, the drug 
being self-administered by subcutaneous injection until 
the patient feels that the bout has come to its natural 
conclusion. In only 2 of the author’s cases was it neces- 
sary to raise the dose to 0-5 mg. thrice daily. Since 
this treatment was instituted only one out of 16 cases 
has failed to respond. 

The author considers the syndrome to be a variety 
of the migraine symptom complex. In view of the con- 
fusing variety of names given to the syndrome he sup- 
ports Symonds’s suggestion that it be called simply 
** Harris’s neuralgia ”’. William Hughes 


991. Crystalline Pancreatic Desoxyribonuclease as an 
Adjunct to the Treatment of Pneumococcal Meningitis 
A. J. JOHNSON, J. H. AyVAZIAN, and W. S. TILLETT. 
New England Journal of Medicine [New Engl. J. Med.] 
260, 893-900, April 30, 1959. 2 figs., 22 refs. 


A study of the literature revealed that the mortality 
from pneumococcal meningitis in over 800 patients of 
all ages treated with penicillin and sulphonamides in 14 
different clinics varied from 8 to 68% (average 28°%) 
this mortality being attributed, among other causes, to 
pressure from the inflammatory exudate. Since de- 
oxyribonuclease liquefies the exudate, it was given intra- 
thecally with penicillin systemically in the treatment of 
25 patients with pneumococcal meningitis, and the results 
are analysed in this paper from New York University 
College of Medicine and Bellevue Hospital, New York. 
Crystalline pancreatic deoxyribonuclease was used be- 
cause it is virtually free from toxicity and is a very poor 
antigen in man. 

Penicillin was administered intravenously and intra- 
muscularly in a daily dosage of 12,000,000 to 40,000,000 
units. Pancreatic deoxyribonuclease was given intra- 
thecally daily for 2 or 3 days in doses of 50,000 to 
1,000,000 units, followed by 1 or 2 further injections if 
pleocytosis persisted. Of 10 patients who were nearly 
moribund on admission, 7 received deoxyribonuclease 
intravenously and intramuscularly as well, 1,000,000 
units being injected intravenously as a priming dose with 
2,000,000 units intramuscularly at the same time; this 
was followed 12 hours later by 2,000,000 units intra- 
muscularly. The intravenous and intramuscular injec- 
tions were rarely continued for more than 3 days. 

There were 3 deaths during the period of observation, 
this mortality (12°) comparing favourably with that in 
a series of 64 patients treated in one hospital between 
1951 and 1956 but not given deoxyribonuclease, 24 
(37:5%) of whom died. The average duration of fever 
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in the survivors was 4-8 days compared with 4-6 and 6:5 
days respectively in two reported series in which penicillin 
only was given. The average duration of pleocytosis in 
the present series was 7:8 days compared with 13 days 
in a reported series treated with penicillin and hydro- 
cortisone. Neurological complications developed in 3 
of the authors’ cases, but these were mild in 2. 
G. de M. Rudolf 


992. Beclamide in Intractable Epilepsy: a Controlled 
Trial 

J. Witson, J. N. WALTON, and D. J. NeweLt. British 
Medical Journal (Brit. med. J.) 1, 1275-1278, May 16, 
1959. 6 refs. 


By means of a double-blind controlled trial carried 
out at the Royal Victoria Infirmary, Newcastle upon 
Tyne, the authors have investigated the effects of bec- 
lamide (“‘ hydrane”; ‘“hibicon”; N-benzyl-3-chloro- 
propionamide) in 13 epileptic patients who had failed to 
respond to other anticonvulsant drugs. Beclamide is 
structurally completely different from the conventional 
anticonvulsants and has the additional advantage of 
being relatively non-toxic in therapeutic doses. After a 
preliminary period of observation beclamide, in a 
divided dosage of 3 g. daily, or a placebo (lactose) was 
given for two further 3-monthly periods in addition to 
the patient’s usual drug. Neither the patient nor the 
physician assessing the results knew which tablet was 
being taken at any one time. The results were judged 
by the number of seizures as recorded by the patient or 
a responsible relative, this method of assessment being 
considered to be sufficiently reliable for the purposes of 
the trial. 

Analysis of the results showed that beclamide in a 
dosage of 3 g. per day was more efficacious than the 
placebo, reducing the number of seizures in 8 patients 
to 75% of their former frequency without causing any 
noteworthy side-effects; however, 3 patients had a 
greater number of attacks and 2 had the same number 
while taking the drug. Increasing the dosage of bec- 
lamide from 3 to 4 g. a day resulted in only a little further 
improvement; the increased dosage was, however, tested 
for a relatively short period only. The authors conclude 
that beclamide has a place in the treatment of major or 
temporal-lobe epilepsy, but in view of its much higher 
cost than, for example, primidone, the most expensive 
of the anticonvulsants in common use, it should be 
reserved for patients who fail to respond to other 
remedies. It may safely be given in combination with 
other anticonvulsant drugs. F. S. Freisinger 


993. Effect of Lidocaine (Xylocaine) on Seizure and 
Interseizure Electroencephalograms in Epileptics 

E. Boum, S. FLopMARK, and I. PeTersEN. A.M.A. 
Archives of Neurology and Psychiatry [A.M.A. Arch. 
Neurol. Psychiat.) 81, 550-556, May, 1959. 4 figs., 
10 refs. 


The effect of “lidocaine” (lignocaine) given intra- 
venously on the electroencephalogram (EEG) in 3 
patients suffering from status epilepticus and 28 epileptic 
patients not experiencing clinical seizures at the time of 
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the recording was studied at Sahlgrenska Sjukhuset, 
Gothenburg, Sweden. Generally, lidocaine was given 
in 2% solution at the rate of 2 ml. (40 mg.) per minute, 
up to a total dose of 2 to 3 mg. per kg. body weight; 
in the patients in status epilepticus, however, the injec- 
tion rate was usually somewhat faster. 

In the patients in status epilepticus the clinical seizures 
were arrested and epileptic discharge disappeared from 
the EEG;; in the group of 28 patients focal spike or sharp- 
wave discharge was greatly reduced during the injection, 
but this change was often accompanied by an increase 
in amplitude and greater persistence of related slow 
activity. Although in some cases focal sharp waves 
were suppressed, they were replaced by focal slow activity 
which was situated more posteriorly over the same cere- 
bral hemisphere. The effect of the drug upon bilaterally 
synchronous paroxysmal epileptic discharge was variable 
and inconsistent, but in a patient who had repeated 
attacks of petit mal the beneficial effect of the injection 
was prompt and sustained. It is concluded from the 
results that lidocaine given intravenously is an effective 
anticonvulsant. John N. Walton 


994. A Clinical Trial with a New Anticonvulsant Drug, 
«-(p-Aminophenyl)-c-ethyl Glutarimide, Preparation 16038 
(Ciba) 

W. Fasiscu. Journal of Mental Science [J. ment.. Sci.] 
105, 448-456, April [received July], 1959. 


A new anticonvulsant drug—‘ Preparation 16038 ” 
(a-(p-aminophenyl)-a-ethyl glutarimide)—has been tried 
in the treatment of epilepsy at Mapperley Hospital, 
Nottingham. A total of 51 patients ranging in age from 
12 to 71 took part in the trial, but for various reasons 
15 did not complete the course of treatment. Dosage 
was 250 to 2,000 mg. daily for4to9 months. The results 
were assessed on the basis of the number of fits which 
occurred during the trial period as compared with the 
number occurring previously during an equal period of 
treatment with other drugs—chiefly phenobarbitone and 
phenytoin sodium. Except in 7 cases, patients received 
other anticonvulsant drugs in addition to Preparation 
16038. 

In two groups a greater number of fits occurred during 
administration of the trial drug than during an equal 
period of treatment with other drugs, 20 male in-patients 
having 337 and 114 fits and 10 female in-patients 48 and 
46 fits respectively. The corresponding figures for 6 
out-patients were 323 and 278. Of the 7 patients who 
received Preparation 16038 without other anticonvulsant 
drugs, 2 had no fits before or during this treatment; in 
2 the number of fits fell from 29 to 25 and from 4 to 
1 respectively; but in 3 the fits were increased from 1 to 
2, from 3 to 10, and from 4 to 16 respectively. Electro- 
encephalographic changes were usually absent. Drowsi- 
ness, unsteadiness, confusion, irritability, and aggression 
developed in a number of cases, and in 5 skin eruptions 
appeared. At the end of the trial 19 of the 20 male in- 
patients were observed during an equal period of treat- 
ment with the drugs they had previously received. 
During this time only 84 fits occurred compared with 
326 during administration of the trial drug. 


The investigation has shown that amounts of less than 
1,000 mg. of Preparation 16038 per day have little effect, 
and the author concludes that “ combination of the 
drug with other anti-convulsants would seem to be the 
method of administration to be recommended ”’. 

G. de M. Rudolf 


995. Treatment of Paralysis Agitans with Chlorphenox- 
amine Hydrochloride 

L. J. DosHay and K. ConsTaBLe. Journal of the Ameri- 
can Medical Association [J. Amer. med. Ass.\ 170, 37-41, 
May 2, 1959. 10 refs. 


The authors describe the results of a clinical trial, at 
the Presbyterian Hospital, New York, of chlorphenox- 
amine, a new drug for the treatment of paralysis agitans. 
Chlorphenoxamine, or B-dimethylaminoethyl-(p-chlor-a- 
methylbenzhydryl) ether hydrochloride, is a derivative 
of diphenhydramine hydrochloride (‘‘ benadryl ”’). 
Laboratory studies have shown that this compound has 
a high index of safety and produces no toxic changes 
in the organs or blood. It exerts a gentle stimulating 
action, and counteracts akinesia and adynamia as well 
as mental sluggishness. 

Chlorphenoxamine was first tried in 25 cases of para- 
lysis agitans to establish the range of dosage and possible 
side-effects. Tablets of 50 mg. were found most useful, 
the average optimum dose being one tablet 3 times daily. 
The younger, post-encephalitic patients fared better on 
100 mg. 3 times a day. Patients with a known high 
tolerance to drugs could take as much as 600 mg. daily 
without side-reactions; generally, the drug could be 
given for periods up to 6 months without increasing 
tolerance. 

The preliminary group was expanded to include 161 
patients with paralysis agitans, selected only because they 
had failed to derive sufficient benefit from’ treatment 
with other drugs. Included were 6 cases of senile tremor, 
3 of Huntington’s chorea, 3 of familial hereditary tremor, 
and one each of dystonia musculorum deformans, hemi- 
ballismus, and spasmodic torticollis. The drug was 
given alone to 67 patients and combined with other drugs 
to 94. Comparisons were made with other drugs and 
with placebos [but no details are given]. Objective 
studies were carried out on 12 patients by means of 
electronic instruments specially designed to measure 
changes in rigidity and tremor. On the basis of the 
above-mentioned studies and also of clinical observation 
and reports from the patient and his family the results 
were classified as “* failed ” or “‘ improved ”’. No patient 
was regarded as improved unless he had derived benefit 
from the treatment for at least 2 months. Of the 161 
patients, 85 (53%) were classed as improved and 76 
(47°) as failures. The favourable results were equally 
distributed between the older and younger age groups. 
Side-reactions, which were mild and consisted chiefly 
in indigestion, drowsiness, and dry mouth, occurred in 
28 cases (17%); no severe toxic reactions were noted. 
Chlorphenoxamine was found to be ineffective in tremor 
and in non-Parkinsonian extrapyramidal disease. Four 
illustrative case histories are presented. 

M. R. Medhurst 
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996. Prediction of Improvement by Use of Epinephrine— 
Methacholine (Mecholyl) Test 
J. H. SATTERFIELD. A.M.A. Archives of Neurology and 
Psychiatry [A.M.A. Arch. Neurol. Psychiat.] 81, 513-516, 
April, 1959. 1 fig., 9 refs. 


An evaluation is reported of the test described by Fun- 
kenstein for the prediction of response to treatment in 
psychiatric disease. In this test serial blood pressure 
readings are taken after injections of adrenaline and 
of methacholine, those patients whose blood pressure 
returns to normal within 25 minutes being considered to 
have an unfavourable prognosis and those whose reac- 
tion is more prolonged to have a favourable prognosis. 

In the first part of the investigation 44 patients ad- 
mitted to the Malcolm A. Bliss Hospital, St. Louis, 
with various psychoses were tested before undergoing 
electric convulsion or photoshock therapy. The decision 
to treat each patient was made before the test and was 
not changed as a result of it. The patient was considered 
improved if he was well enough to leave hospital within 
40 days of completing treatment. Of the original 44 
patients, 12 were later rejected from the study for various 
reasons and 6 others who reacted abnormally to the 
test were assessed separately. Among 10 cases of 
affective psychosis, 5 gave a favourable and 5 an un- 
favourable response to the test; 3 of the former and 
all of the latter were improved by treatment. All of 16 
schizophrenics gave an unfavourable response to the 
test, yet 9 (60%) improved. In the series as a whole 
there was no statistically significant difference in the 
results of treatment between cases with a favourable 
and those with an unfavourable test result. 

In the second part a follow-up study was carried out 
on 48 patients 6 months to 2 years after undergoing the 
test as out-patients, the two groups distinguished by the 
test being compared in respect of the amount of treat- 
ment and hospitalization required in the meantime. 
There was no significant difference between the two 
groups. 

It is concluded that the Funkenstein test does not 
differentiate between patients with a good and those 
with a bad prognosis either on a short-term or a long- 
term basis. E. H. Johnson 


997. The Cognitive Consequences of Early Sensory 
Deprivation 

J. S. BruNeER. Psychosomatic Medicine (Psychosom. 
Med.) 21, 89-95, March-April, 1959. 17 refs. 


This communication from Harvard University con- 
sists of a review and theoretical discussion of recent 
work in the field of perception, the cognitive seauelae of 
sensory deprivation being evaluated in the light of these 
developments. The author points out that the quantum 
theory in physics has influenced psychology, which now 
places increasing emphasis upon the probability of 
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events, especially transitional probabilities leading to | 
subsequent states. He accordingly postulates that the 
individual’s utilization of information is dependent 
upon the assessment of probable rather than upon 
certain cues. Recent knowledge of perception has also 
been extended by the development of more sophisticated 
views in the field of neurophysiology and particularly 
electrophysiology: ‘thus the simple ‘“* input-output ” 
model of 19th and early 20th century neurophysiology 
is now being replaced by a model in which the pheno- 
mena of recruitment and selective “‘ programming or 
gating ’’ are becoming pre-eminent. It is therefore sug- 
gested that early sensory deprivation, involving impair- 
ment of predictability as to which events are more 
likely to occur than others or which will preclude others, 
results in an insufficient basis for selective behaviour 
towards stimuli. 

Within the field of psychology itself there has recently 
been a shift from the older, simpler views concerning 
stimulus and response. Furthermore, psychology itself 
is beginning to draw away from the sterile “‘ nature- 
versus-nurture ”’ controversy regarding the basis of per- 
ception. Hebb’s experimental work with animals 
showed that early sensory deprivation impairs the 
organism’s ability to convert masses of associated 
events into more highly ordered systems. The author 
concludes that it would seem that if an organism is to 
remain in homoeostatic equilibrium there is a need for 
(1) variegated sensory stimulation, and (2) continuing 
social contact and social stimulation. Early sensory 
deprivation prevents the young individual from con- 
structing an adequate model of its environment, while 
sensory deprivation in adult life disrupts the moment-to- 
moment monitoring process by which earlier models are 
tested and corrected. A. Balfour Sclare 


998. Some Observations on the Relation of Psychotic 
States to Psychosomatic Disorders 

H. G. PANETH. Psychosomatic Medicine (Psychosom. 
Med.| 21, 106-109, March-April, 1959. 10 refs. 


The author presents brief histories of 3 male patients 
seen in private psychiatric practice in Budapest to illus- 
trate the alternation of certain psychosomatic states 
with psychotic reactions noted by several previous 
workers. The patients investigated had a stress dis- 
order initially, but this rapidly disappeared when a 
paranoid psychosis developed. 

In 2 of the patients, both in the third decade of life, 
the initial disorder was a peptic ulcer. The dyspeptic 
symptoms rapidly cleared up as a paranoid state became 
manifest. Delusions of poisoning, associated with a 
strong sexual component, were prominent features in 
both cases. It is considered that at first the patients’ 
oral conflicts in relation to the mother found expression 
through dyspeptic symptoms, but that later the mother- 
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image could no longer be introjected and thus the delu- 
sion of being poisoned by the mother-figure appeared. 
The third patient, a clerk aged 38 with a 6-year history 
of colitis, had had a grossly deprived childhood. He 
was discovered to have oxyuriasis for which appropriate 
treatment was prescribed. As his intestinal condition 
rapidly improved he developed hypochondriacal symp- 
toms associated with a conviction that he was being 
** persecuted from within ”’ by persistent worms. Later, 
he developed paranoid manifestations which finally 
became systematized. In this case the author formu- 
lates the problem by postulating that regression to the 
anal phase of emotional development had occurred. 
The hypochondriasis served to maintain the introjection 
of anal-sadistic impulses which previously found ex- 
pression in terms of the bowel symptoms; latterly, 
these impulses were projected externally, thus forming 
the nucleus of paranoid delusions. 

In each of these 3 patients there was a similar psycho- 
dynamic pattern underlying both the primary somatic 
condition and the overt content of the subsequent 
psychosis. The transformation itself seemed to result 
from an alteration in the internal psychic economy. 

A. Balfour Sclare 


999. Compulsive Water Drinking 

E. D. Bartow and H. E. DE WARDENER. Quarterly 
Journal of Medicine (Quart. J. Med.] 28, 235-258, April, 
1959. 9 figs., 18 refs. 


This paper from St. Thomas’s Hospital Medical School, 
London, describes the clinical features of 9 cases of com- 
pulsive water drinking (7 in women and 2 in men) and 
reports certain of the physiological disturbances ob- 
served. Severe polydipsia and polyuria without glyco- 
suria may be due to (1) renal disease, (2) compulsive 
water drinking—that is, “‘ an excessive consumption of 
fluid due to psychological disturbance ’’, or (3) diabetes 
insipidus—*“ a persistent defect in the ability [of the 
neurohypophysis] to secrete antidiuretic hormone 
(ADH)”. The patients were aged from 48 to 59 except 
for one woman of 24. Compulsive drinking had been 
present for 4 months to 20 years. Their mental troubles 
ranged from severe delusions to hysterical behaviour. 
The volume of urine excreted in 24 hours varied from 
2:5 to 20 litres. 


The mean plasma osmolarity was lower 
than normal, whereas in 12 cases of diabetes insipidus 


it was higher than normal. The kidney’s ability to 
concentrate urine after intravenous vasopressin varied, 
but was usually less than normal. Studies of the con- 
centration of the urine after fluid deprivation in 8 cases 
indicated that the secretion of ADH in response to this 
stimulus was normal in all but 2 cases, in which there was 
a transient impairment which disappeared during a 
remission. A similar test of concentrating power after 
stimulation of the neurohypophysis with an injection of 
nicotine was performed in 2 cases, but it proved un- 
pleasant to the patients and the results of the test were 
unreliable. 

If the ability of the neurohypophysia to secrete ADH 
in a case of polydipsia is shown to be normal the possi- 
bility of diabetes insipidus can be excluded. On the 
other hand if neurohypophysial integrity is doubtful or 


cannot be demonstrated, then diabetes insipidus is 
likely unless the plasma osmolarity is below normal or 
there is mental disturbance. In the present study the 
effect of an injection of 5 units of vasopressin tannate in 
oil sometimes provided the best distinction between 
compulsive water drinking and diabetes insipidus, 
patients with the latter condition being relieved of their 
thirst whereas those with the former were not, although 
in both the urine flow was slowed. The patients with 
compulsive water drinking were therefore liable to become 
ill from overhydration. J. Browne Kutschbach 


1000. The Urinary Excretion of Adrenaline and Nor- 
adrenaline in Some Mental Diseases: a Clinical and Ex- 
perimental Study. [Monograph, in English] 

A. BERGSMAN. Acta psychiatrica et neurologica Scan- 
dinavica [Acta psychiat. scand.| 34, Suppl. 133, 1-107, 
1959. 3 figs., bibliography. 


1001. Experimental Studies of Rhythm, Anxiety and 
Cerebral Vigilance 

I. OswaLp. Journal of Mental Science [J. ment. Sci.} 
105, 269-294, April [received July], 1959. 12 figs., 
bibliography. 


In a number of experiments carried out at the Institute 
of Experimental Psychology, University of Oxford, the 
author has examined, in the light of modern neuro- 
physiological theories, the view held by Pavlov that 
sleep is the result of cortical inhibition and the views 
expressed by Sargant that cortical inhibition occurs not 
only after monotonous stimulation, delay in reinforce- 
ment, and'‘similar phenomena, but also after episodes of 
mental tension. 

In an initial experiment a healthy male volunteer of 
exceptional courage was reduced to a nervous wreck by 
exposure to bright flashes of light and very painful 
electric shocks ‘which followed on about half of all 
occasions when a particular tone was heard among an 
irregular and unevenly spaced series of auditory stimuli. 
‘After a holiday lasting 16 days the subject was again put 
into the experimental ‘situation, but the electric shocks 
were not so strong as those previously administered. 
Within 5 minutes there appeared in the electroencephalo- 
gram (EEG) a sleep pattern, which was interrupted for 
brief periods whenever light flashes and electric shocks 
were given. 

In the second experiment 6 healthy volunteers were 
exposed to painful electrie shocks every time a clearly 
audible tone ceased, the tone occurring at regular inter- 
vals. In 4 of the subjects signs of sleep appeared in the 
EEG between the shocks; some of the subjects described 
dreams and “feelings of derealization”’. In the third 


experiment 12 healthy male subjects and a male patient 


suffering from attacks of cataplexy and sleep had to 
listen attentively to regular auditory stimuli which were 
made as faint as possible. Two changes became notice- 
able in the EEG: a tendency for regular alternation 


between signs of sleep and alertness coinciding with the © 


signals, and a general drift towards sleep with an eventual 
abrupt return to alertness. Respiration changed during 
the signs of sleep, becoming shallower with quick, brief 
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expirations. The narcoleptic patient behaved like the 
other subjects, but sleep signs appeared sooner. 

In the final experiment 8 subjects were made to listen 
to rhythmic musical stimuli in the form of traditional 
jazz known as “blues”. They had to move a foot or 
hand, or bang both feet and hands, in time with the 
. music. Sleep signs, lasting up to a minute or more, 
appeared in the EEG when a clear and pleasing clarinet 
solo followed a period of raucous cacophony. These 
clarinet solos were often ‘‘ experienced as quite delight- 
ful. ..and produced the nearest approach to ecstasy ”’. 
Impaired rhythmical movements continued during the 
brief periods of sleep. Respiration tended to synchron- 
ize with the rhythm; occasionally there was hyperven- 
tilation. 

In accordance with current theories of sleep—wakeful- 
ness mechanisms in the brain and the theories of habitua- 
tion the author interprets the sleep signs in the EEG as 
indications of lowered cerebral vigilance. 

F. K. Taylor 


1002. Disulfiram and Citrated Calcium Carbimide in the 
Treatment of Alcoholism. 

M. M. Giatr. Journal of Mental Science [J. ment. Sci.} 
105, 476-481, April [received July], 1959. 11 refs. 


In the treatment of alcoholics at Warlingham Park 
Hospital, Surrey, the author has used both disulfiram 
and a new drug, citrated calcium carbimide (‘‘ tem- 
posil’’), for the production of intolerance to alcoholic 
beverages. Both drugs are said to act by inhibiting 
enzymes required for the oxidation of acetaldehyde, so 
that this breakdown product of alcohol accumulates in 
the blood and produces a toxic reaction, with flushing, 
nausea, and palpitation. 

Disulfiram alone sometimes produces undesirable 
side-effects, and the reaction following the ingestion of 
alcohol is of unpredictable severity and is sometimes 
delayed; occasional fatalities have been reported. 
Among 69 of the author’s patients receiving disulfiram 
(1 g. on the first night and 0-5 g. each night subsequently), 
28 complained of occasional daytime fatigue, 17 of 
headache, 17 of a feeling of reduced vitality, 12 of bad 
taste or breath, 11 of dizziness, 10 of shortness of breath, 
and 9 of gastro-intestinal symptoms. When the reac- 
tions of 67 patients so treated to a test dose of 2 to 4 oz. 
(57 to 114 ml.) of spirits or a pint (0-6 litre) of beer were 
studied all degrees of severity were observed, though in 
only one case was there fairly severe circulatory collapse. 
Of the 54 patients who were given a test dose of spirits, 
13 had a mild reaction and 20 a severe reaction. Of the 
13 given beer, one had a mild reaction and 7 a severe 
reaction. 

Temposil was given to 41 patients in doses of 50 to 
100 mg. daily. None complained of bad breath or 
taste, but 9 complained of itching or irritation of the 
skin and 2 had an erythematous rash, while‘ one com- 
plained of a gastric upset and 3 of reduced vitality. All 
these effects were mild and transient, and examination 
of the blood and urine, liver function tests, and electro- 
cardiography all gave negative results. For the test 
reaction each of the 41 patients was given an alcoholic 
drink equivalent to not more than 2 oz. of 70% proof 
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whisky one hour after the dose of temposil. No reaction 
was observed in 2 cases. In most of the remainder a 
reaction occurred within 5 minutes and reached a maxi- 
mum in 30 minutes, with flushing, conjunctival injection, 
tremor of the hands, nausea, and severe frontal headache. 
The reactions were on the whole much less severe than 
with disulfiram. Of the 6 patients who had previously 
experienced a disulfiram—alcohol reaction, only one had 
a more severe reaction with temposil. 

The author suggests that in view of the milder reaction 
and fewer side-effects temposil may be preferable to 
disulfiram in the treatment of individuals liable to risk 
drinking after taking the drug and of those who complain 
of persistent side-effects with a maintenance dose of 
disulfiram. He concludes cautiously that further trials 
with temposil seem to be warranted. D. J. West 


1003. Studies of Ceroplasmin in Schizophrenics and 
Normal Controls 

J.C. SAUNDERS and H. CuipKiewicz. Journal of Clinical 
and Experimental Psychopathology [J. clin. exp. Psycho- 
path.] 20, 7-17, Jan.—March, 1959. 2 figs., 11 refs. 


It was shown by Akerfeldt (Science, 1957, 125, 117) 
that the serum of schizophrenic patients oxidizes N:N- 
dimethyl paraphenylenediamine dihydrochloride (DPP) 
at a greater initial rate than the serum of normal persons. 
This difference may be explained by the presence of a 
greater amount of ceruloplasmin or of a smaller amount 
of an unknown decelerating factor in the serum of 
schizophrenics. 

In a study carried out at Rockland State Hospital, 
Orangeburg, New York, the authors have therefore 
estimated the amount of ceruloplasmin from the rate 
of oxidation of DPP in the sera of 112 chronic schizo- 
phrenic men who had been in hospital for 3 years or 
more, and a group of 56 normal men on the hospital 
staff. It was found that the mean serum ceruloplasmin 
level was significantly higher in the schizophrenic group 
than in the controls, but the overlap between the two 
groups was high (63%). [The possibility of unequal 
amounts of a decelerant in the serum seems to have been 
ignored in this assessment.] 

Since it has been suggested that the decelerant in the 
serum may be ascorbic acid the level of this vitamin in 
the two groups was compared by assessing the total 
serum ascorbate content and the ratio of dehydro- 
ascorbic acid to ascorbic acid in a small number of 
schizophrenics and controls before and after giving 
500 mg. of ascorbic acid for 3 days. No signifi- 
cant difference was found between the ascorbic acid 
values in the two groups; as the difference between the 
groups in regard to the initial rate of oxidation of DPP 
remained unaltered it would appear that the serum 
ascorbic acid level is not the only factor concerned. 
It was also shown that the serum of schizophrenics 
oxidized cysteine into cystine more quickly than that of 
the normal subjects; this last finding is considered of 
interest and is the subject of further investigation. 

[The authors claim statistical significance for their 
findings, but their statistical methods are obscure.] 

F. K. Taylor 
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1004. The Occurrence of Episodes of Immunization in 
Pregnancy Associated with Rh Haemolytic Disease of the 
New-born 

G. A. KELSALL, G. H. Vos, and R. L. Kirk. Medical 
Journal of Australia |Med. J. Aust.| 1, 488-493, April 11, 
1959. 9 figs., 5 refs. 


During the past seven years the authors have, as a 
routine, determined the titre of antibodies found in the 
serum of pregnant women. In this paper from the King 
Edward Memorial Hospital for Women, Subiaco, and 
the University of Western Australia, Perth, they give 
examples of the numerous antibody behaviour patterns 
from which they have been able to determine the prog- 
nosis for the current and subsequent pregnancies. In 
their view a prognosis based on the outcome of previous 
pregnancies is unreliable. 

Immunization occurs as one or more episodes during 
the pregnancy, and the prognosis depends largely on the 
antibody titre. The prognosis for the child is poor if 
the initial antibody titre is high or if the titre rises to a 
high level at 30 to 34 weeks after being initially low. 
In the latter case labour has been induced even earlier 
than the 35th or 36th week, sometimes with a success- 
ful outcome. A previously immunized woman may, 
however, successfully complete an incompatible preg- 
nancy without further episodes of immunization, 
with only a mildly affected child, if the initial titre is 
low. Antibody titres may fall between pregnancies, 
and the authors advise that sufficient time should be 
allowed for this to happen. The chances of a successful 
pregnancy in a sensitized woman are clearly greater if 
the husband is heterozygous, but even if he is homo- 
zygous the infant may survive if the initial antibody titre 
is low. Many patients develop antibodies for the first 
time after 34 weeks’ gestation, and more episodes of 
immunization occur after that time than before. 

J. L. Markson 


1005. Hemolytic Disease in the Neonatal Period and 
Early Infancy. [Review Article] 

M. E. ERLANDSON and M. HILGARTNER. Journal of 
Pediatrics [J. Pediat.] 54, 566-585, May, 1959. 4 figs., 
bibliography. 


1006. Severe Apnea and Irregular Respiratory Rhythms 
among Premature Infants. A Clinical and Laboratory 
Study 

H. C. MILter, F. C. BEHRLE, and N. W. SMULL. Pedia- 
trics [Pediatrics] 23, 676-685, April; 1959. 2 figs., 
11 refs. 


Apnoeic attacks associated with cyanosis occur fre- 


quently in premature infants of low birth weight. The 
association between apnoea and severe respiratory 
insufficiency in 100 consecutive infants with birth weights 
between 1,000 g. and 1,750 g. has been studied at the 
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University of Kansas Medical Center, Kansas City. 
The infants were divided into three groups according to 
respiratory rates: in Group 1 the respiratory rate was 
normal throughout the first 2 weeks of life; in Group 2 
an increased respiratory rate was observed during the 
first hour of life, but it was normal thereafter; and in 
Group 3 the respiratory rate was low, normal, or high 
during the first hour, but became abnormally high within 
48 hours of birth. The incidence of apnoea in Group 3 
was inversely related to the birth weight, but such an 
association was not found in Groups 1 and 2. 

Of the 100 infants studied, 70 did not suffer from severe 
apnoea, and 10 of these died; but 18 of the 30 infants 
with severe apnoea died. The post-mortem findings were 
similar in the apnoeic and non-apnoeic groups, the main 
causes of death being pulmonary hyaline membrane, 
cerebral haemorrhage, and pneumonia. Pneumographic 
tracings of the movements of the abdominal wall were 
made on 208 occasions in 47 infants, 46 of whom sur- 
vived the first week of life. The average duration of 
apnoea did not exceed 66 seconds per half-hour in any 
one day for infants in Groups 1 and 2, but it always 
exceeded 66 seconds in Group 3 and increased pro- 
gressively from the 2nd to the 4th day to 200 seconds 
per half-hour. For infants of the same birth weight the 
duration of apnoea was 3 times longer in Group 3 than 
in Groups 1 and 2. The effects of room air and 40% 
oxygen were compared in 19 infants. Although better 
oxygenation of the blood was obtained with 40% 
oxygen, these infants showed longer periods of apnoea 
while breathing 40°% oxygen than while breathing room 
air. 

The authors suggest that their observations support 
the belief that severe attacks of apnoea in premature 
infants are the result of immaturity or inadequacy of the 
respiratory centres. R. M. Todd 


1007. Ulcero-necrotic Enterocolitis of the Premature In- 
fant. (L’entérocolite ulcéro-nécrotique du prématuré) 
A. Rossier, S. SARRUT, and J. DELPLANQUE. Semaine 
des hépitaux de Paris [Sem. Hép. Paris| 35, 1428-1436, 
April 24, 1959. 8 figs., 21 refs. 


In this communication from the Centre for Premature 
Infants and the H6pital Hérold, Paris, the authors 
describe 15 cases of an infegtious enterocolitis which 
occurs in epidemics and affects premature or small 
infants. It has no seasonal incidence, and epidemics 
have been reported from Switzerland, Austria, Germany, 
Spain, Italy, and Brazil. 

The infection, which occurs after the first week of life, 
most commonly towards the end of the first month and 


at the latest early in the third month, shows three clearly * 


defined stages: (1) an onset similar to an ordinary 
infective diarrhoea, rapid loss of weight, vomiting, and 
loose, sometimes bloody, stools, this stage lasting from 4 to 
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10 days; (2) this is often followed by a period of apparent 
improvement lasting for one to 2 weeks, but terminating 
in (3) a return of the diarrhoea and vomiting which 
ceases abruptly when complete intestinal obstruction 
develops, with marked abdominal distension, oedema 
of the abdominal wall, shock, cyanosis, occasionally 
perforation, and death. The whole illness lasts from 
15 to 20 days. All investigations except radiography 
give negative results and no constant pathogenic organ- 
ism has been found in the stools. A mild anaemia may 
be present and leucocytosis occurs in two-thirds of the 
cases. Radiographs show the picture of intestinal 
obstruction, and if perforation has taken place sub- 
diaphragmatic air may be seen. 

In discussing the differential diagnosis the authors 
suggest that the condition should be suspected in a 
premature baby who passes through the three stages 
described, especially if there is also evidence of intestinal 
perforation; but all other causes of intestinal obstruction 
occurring at this age have to be considered. A simple 
infective gastro-enteritis can be excluded by the course 
of the disease. The pathological findings are distinctive. 
Peritonitis is always present, while other typical findings 
are ulceration of the ileum and ascending and transverse 
colon and necrotic areas without ulceration. Both 
types of lesion are sharply defined from the rest of the 
gut, and there is little evidence of inflammation except 
when perforation has taken place with the usual peritoneal 
reaction. The ulceration may result in perforation, often 
multiple. - 

Though the causative organism is not known, the 
epidemic nature of the disease indicates an infective 
source, possibly viral. The pathological lesions ob- 
served can, in the authors’ opinion, only be caused by 
an ischaemia secondary to arteriolar spasm, and they 
postulate a generalized Shwartzman phenomenon as 
the underlying mechanism. The prognosis is extremely 
grave. Early operation is the only effective therapy, 
and saved the infant’s life in one of the 15 cases. The 
authors know of no other premature baby who has 
survived this condition. H. G. Farquhar 


1008. The Pathogenic Effect of Gluten in Coeliac 
Disease: Enzyme Deficiency or Allergic Reaction? 
(L’effet pathogéne du gluten au cours de la maladie 
ceeliaque: déficit enzymatique ou réaction allergique?) 


A. BRETON, F. VANDENDORP, and O. Dusois. Pédiatrie - 


[Pédiatrie] 14, 5-20, 1959. 7 figs. 


It is well recognized that the gliadin fraction of dietary 
gluten is the main aetiological agent in the causation 
of coeliac disease, but its mode of action has not yet 
been elucidated. Numerous features of the disease 
suggest an allergic basis, while others point to a specific 
enzyme defect. The present authors, working at the 
Clinique Médicale Infantile, Lille, add to the previously 
published and reviewed work of others their own evi- 
dence, which is based on a clinical, radiological, and 
biochemical study of 6 children suffering from coeliac 
disease. 

Evidence of allergy was sought by intradermal tests 
with a variety of food extracts, including several of the 
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usual cereals, aqueous and alcoholic solutions of gliadin, 
and four different hydrolysates of gliadin, but these 
experiments gave only negative results. The addition 
of gliadin to the barium mixture during a barium radio- 
logical examination of 3 children in remission did not 
produce abnormal bowel patterns, but the addition of 
hydrolysates of gliadin did. This abnormality could be 
reversed by the further addition of pig intestinal mucosal 
extract to the mixture, suggesting that there is an abnor- 
mality of absorption of gliadin, possibly due to an 
enzyme defect. The very high glutamic acid and proline 
content of gliadin is thought to be a significant factor 
in causing this cereal protein to exert a toxic effect 
which is not seen with other cereal proteins. 

[The authors’ conclusions, based on so very few cases, 
go well beyond the evidence presented.] 


John Lorber 


1009. Pituitary Snuff, Propantheline and Placebos in the 
Treatment of Enuresis 
K. S. Jones and R. W. Tippetts. Journal of Mental 
Science [J. ment. Sci.] 105, 371-381, April [received 
July], 1959. 27 refs. 


The comparative efficacy of posterior pituitary snuff 
(“ di-sipidin and propantheline bromide proban- 
thine ’’) in the control of enuresis was studied in 44 
patients at the Children’s Hospital and Midland Nerve 
Hospital, Birmingham. There was no selection of 
patients other than the exclusion, with four ‘exceptions, 
of patients under 8 years of age and of a few on the 
grounds of inability of parents to cooperate or of a 
frequently changing environment. The patients were 
divided into three groups: (1) those with no abnormality 
other than enuresis; (2) those with anxiety or nervous- 
ness not sufficient in itself to call for psychiatric treat- 
ment; and (3) those with definite signs of psychiatric 
disturbance. They were given one month’s supply at 
a time of either an active preparation or a placebo, 
and asked to keep a record of dry nights. No attempt 
was made to estimate the degree of wetness. 

In the first trial 34 patients were given either di-sipidin 
or a placebo containing powdered lymph node, hog’s 
stomach, and lactose. In almost half the patients there 
was an improvement of 30°% or more in the number of 
dry nights. In one-third the proportion of dry nights 
was 10% higher with the active preparation than with 
the placebo. This somewhat better response with the 
pituitary preparation was evident for each of the factors 
of age, sex, grade, and history of previous remissions. 

In the second trial 25 patients (15 of whom were 
included in the first trial) received tablets of propan- 
theline or of a placebo. Although almost one-third 
of the patients improved more with the active preparation 
than with the placebo, in none was the improvement 
more than slight. There was no significant difference 
between the effects of propantheline and the placebo 
in those showing moderate or good improvement. 

It is concluded that the main response in both trials 
was due to “ placebo reaction”, but that in addition 
there was a small but definite improvement with pituitary 
snuff. E. H. Johnson 
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1010. Psychoses, Intracranial Neoplasms, and Genetics 
J. A. BucKWALTER, J. H. TURNER, H. H. GAmper, L. 
RATERMAN, S. T. Soper, and L. A. KNOWLER. A.M.A. 
Archives of Neurology and Psychiatry [A.M.A. Arch. 
Neurol. Psychiat. 81, 480-485, April, 1959. 9 refs. 


The distribution of the ABO blood groups (determined 
by slide technique only) among 2,370 patients with 
psychosis and 565 with brain tumour at Mount Pleasant 
and Independence Mental Health Institutes, Iowa, was 
compared with that among 49,979 healthy blood donors. 
An increased incidence of Group O was found in the 
psychotics and an excess of Group A in the patients with 
tumour; in both groups the association was stronger 
among males. These results differed significantly from 
those in the controls. I. Dunsford 


1011. Serum Lipids, Heredity and Environment. A 
Study of Adult Twins 

R. H. Osporne, D. ADLERSBERG, F. V. DEGEORGE, and 
CHUNI WANG. American Journal of Medicine [Amer. 
J. Med.}.26, 54-59, Jan., 1959. 12 refs. 


The possible influence of heredity and environment on 
variations in the serum lipid level was studied in 86 adult 
twin pairs in good general health seen at the Vanderbilt 
Clinic, Columbia—Presbyterian Medical Center, New 
York. Subsequently 4 of these twin pairs were excluded 
because they were considered to be hypercholesterolae- 
mic. The total serum cholesterol, the cholesterol ester, 
and the phospholipid levels in the remaining 82 pairs 
were determined. From a breakdown of these pairs 
according to whether the twins were monozygotic or 
dizygotic and whether they lived together or apart it was 
concluded that both genetical and environmental factors 
are important in determining normal variability in 
serum lipid levels. 

Although the manner of the genetic and environmental 
interaction could not be determined, it appeared unlikely 
that diet constituted the only environmental factor of 
significance. H. Harris 


1012. On the Genetics of the Haptoglobins. [In English] 
F. GALATIUS-JENSEN. Acta genetica et statistica medica 
[Acta genet. (Basel)| 8, 232-247, 1958 [received March, 
1959]. 11 refs. 


From the University Institute of Forensic Medicine, 
Copenhagen, the author presents a further report on the 
genetics of haptoglobin (Hp) groupings. His total 
material, including previously reported series, now con- 
sists of 2,046 unrelated healthy persons, 205 families with 
509 children, 1,037 mother-child combinations, and 207 
pairs of twins, as well as the results of studies on sera from 
250 pathological cases. The technique used was that 
described by the author in 1957 (Acta genet. (Basel), 7, 


549; Abstr. Wid Med., 1958, 24, 70), but in this paper he 
gives details of his method of preparing the starch gel so 
as to give a constant product. 

The results of these studies provide additional support 
for the genetic theory advanced by Smithies and Walker, 
and are considered sufficiently reliable by the Danish 
Medico-legal Council to permit the use of Hp grouping 
in cases of disputed paternity, providing the litigants are 
in good health when the blood sample is taken; that is, 
exclusion of paternity according to the Hp system is 
considered to be of almost equal importance to that by the 
Rh and Kell systems. In Hp grouping of the 250 patho- 
logical sera, apart from cases of ahaptoglobinaemia 
occurring in haemolytic disease, the Hp groups were 
easily determinable. I. Dunsford 


1013 (a). The Chromosomes in a Patient Showing Both 
Mongolism and the Klinefelter Syndrome 

C. E. Forp, K. W. Jones, O. J. MILLer, U. Mittwocu, 
L. S. Penrose, M. Rimpier, and A. SHAPIRO. Lancet 
[Lancet] 1, 709-710, April 4, 1959. 2 figs., 7 refs. 


1013 (b). The Somatic Chromosomes in Mongolism 
P. A. Jacoss, A. G. Barkre, W. M. C. Brown, and J. A. 
Stronc. Lancet [Lancet] 1, 710, April 4, 1959. 14 refs. 


1013 (c). A Sex-chromosome Anomaly in a Case of 
Gonadal Dysgenesis (Turner’s Syndrome) 

C. E. Forp, K. W. Jones, P. E. PoLANI, J. C. DE ALMEIDA, 
and J. H. Briccs. Lancet [Lancet] 1, 711-713, April 4, 
1959. 2 figs., 16 refs. 


Cytological studies by Tjio and Levan and by Ford 
and Hamerton in 1956, using improved methods, demon- 
strated that the normal diploid number of chromosomes 
in man is 46, made up of 22 pairs of autosomes and one 
pair of sex chromosomes, and not 48 as had formerly 
been believed. Jacobs and Strong (Nature (Lond.), 
1959, 183, 302), in a study of a case of chromatin-positive 
Klinefelter’s syndrome, found 47 chromosomes, sup- 
posedly due to the presence of two X chromosomes as 
well as one Y. The present communications report 
further significant results of the exploitation of new 
technical developments in direct cytological observation, 
using bone-marrow cells. 

Mittwoch in 1952, using the less exact methods then 
available, estimated the diploid number of chromosomes 
in the spermatocytes of mongols to be approximately 
48. Recently Lejeune et al. (C.R. Acad. Sci. (Paris), 
1959, 248, 602) reported the presence of a total of 47 
chromosomes in cells from tissue cultures of connective 
tissue in 3 cases of mongolism. In the second of these 


three papers Jacobs et al. now report the demonstration © 


of a similar pattern in marrow cells from 3 male (chro- 
matin-negative) and 3 female (chromatin-positive) mon- 
gols. In each case 46 of the chromosomes resembled 
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those in the normal diploid set, whereas the extra chromo- 
some was small and acrocentric (as also reported by 
Lejeune et al.), being similar in appearance to the 
acrocentric chromosomes normally present and to the 
Y chromosome. The authors suggest that if the extra 
chromosome was in fact a Y chromosome it would follow 


that female mongols had the XXY constitution character- 


istic of Klinefelter’s syndrome. Furthermore, the corre- 
lation of the incidence of mongolism with maternal age, 
together with the closer antigenic relationship of mongols 
to the mother than to the father, both argue for the 
primary disorder occurring during oogenesis and for 
the extra chromosome being autosomal. It thus appears 
‘ikely that mongols are trisomic for one of the small 
acrocentric autosomes, presumably owing to failure of 
members of a pair of homologous chromosomes to 
segregate during meiosis, resulting in the production of 
‘. gamete carrying one extra autosome. The alternative 
explanation that the chromosome is a supernumerary 
one of unknown origin cannot be completely excluded. 
The authors emphasize the interest 6f these findings in 
view of the reported association between mongolism and 
ieukaemia and of the finding of an abnormal number of 
chromosomes in certain cases of acute leukaemia. 

In the first paper of the series Ford et al. describe 
investigations on a 45-year-old imbecile with unequivocal 
clinical features of both mongolism and Klinefelter’s 
syndrome, the latter diagnosis having been confirmed 
by testicular biopsy. The Barr chromatin body was 
present in the cells of the skin and buccal mucosa. 
Chromosomes were counted in more than 50 bone- 
marrow cells, and in each case numbered 48. The 
morphology of the chromosomes was examined in 10 
ante 22 pairs of autosomes, two X chromosomes, and 
one Y chromosome were present, together with one extra 
acrocentric chromosome indistinguishable from the four 
acrocentric chromosomes normally present. This patient 
thus had the extra chromosomes characteristic of both 
conditions. 

In the third paper Ford et al. review the evidence 
relating to chromosomal constitution in females with 
gonadal dysgenesis (Turner’s syndrome) in which the 
gonads are rudimentary or absent, with failure of the 
secondary sexual characteristics to appear at puberty, 
and which is often associated with various other con- 
genital malformations. Many of these patients are 
chromatin-negative, and the possibility of castration in 
embryo has been suggested. However, the authors 
point out that the presence or absence of sex chromatin 
may not necessarily indicate the chromosomal sex in 
abnormal individuals, previous studies of patients with 
gonadal dysgenesis using colour-blindness as an X-chro- 


mosome marker having suggested that they have an . 


XY or XO sex-chromosome constitution (Polani et al., 
Lancet, 1956, 2, 118). They then report the case of a 
girl presenting at the age of 14 with Turner’s syndrome. 
There was a chromatin-negative pattern in skin and blood 
cells. In chromosome counts made on 102 marrow cells 
fixed in the metaphase of mitosis 99 were found to contain 
45 chromosomes, while the remaining 3 had fewer and 
had presumably been damaged during preparation. A 
detailed study of 14 cells showed there to be 4 small 
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acrocentric chromosomes as in the normal female and 


- 15 medium-length metacentric chromosomes as in the 


normal male. These findings suggest the XO constitu- 
tion. The Y chromosome was clearly absent; X chro- 
mosomes were not identifiable with certainty, but as it 
is unlikely that an individual with a relatively large auto- 
some missing would be viable the probability is that 
there was only one X chromosome and that the sex- 
chromosome constitution was XO. The authors point 
out that this individual was anatomically female, and 
that there was no male component in the chromosome 
pattern, although sex chromatin was absent. They sug- 
gest therefore that the term “‘ nuclear sexing ”’ should be 
abandoned in favour of the mere statement of chromatin 
positivity or negativity. They discuss the possible origin 
of the anomaly in the number of sex chromosomes in 
gonadal dysgenesis in terms of non-disjunction of the X 
chromosomes during one of the meiotic anaphases in 
oogenesis, resulting in the production of: (a) an ovum 
without X chromosomes which, when fertilized by an 
X-bearing sperm, would yield a zygote of XO constitution 
developing into an agonadal but phenotypically female 
individual appearing as a case of Turner’s syndrome; 
and (6) an ovum with two X chromosomes which, when 
fertilized by a Y-bearing sperm would develop into an 
individual of XXY constitution appearing as a case of 
chromatin-positive Klinefelter’s syndrome. They also 
draw attention to evidence that non-disjunction of chro- 
mosomes may also occur during spermatogenesis. 

R. H. Cawley 


1014. -Mongolism as a Chromosomal Disease (Trisomia). 
(Le mongolisme, maladie chromosomique (trisomie)) 

J. LeyeuNE, R. Turpin, and M. Gautier. Bulletin de 
l’ Académie nationale de médecine [Bull. Acad. nat. Méd. 
(Paris)]| 143, 256-265, 1959. 9 figs., 4 refs. 


The authors have previously reported the demonstra- 
tion of the presence of 47 chromosomes in cells from 9 
cases of mongolism (C.R. Acad. Sci. (Paris), 1959, 248, 
602 and 1721). Their present communication reports 
further investigations of the chromosomal anomaly in 
this condition. 

They reproduce a series of photomicrographs showing 
the chromosomal patterns in cells from cultures of 
connective tissue obtained by biopsy of an aponeurosis. 
(Details of the technique are to be reported in a further 
communication.) The number and types of the chromo- 
somes in somatic cells of a normal male and female and 
of a male and female mongol are depicted, demonstrating 
the presence of the same chromosomal abnormality in 
both male and female mongols, that is, a supernumerary 
small telocentric chromosome, identical with the mem- 
bers of the normal pair of autosomes labelled Vh. 
Trisomia for Vh is therefore considered to be the essen- 
tial chromosomal characteristic of mongols. 

The authors postulate non-disjunction of the two Vh 
chromosomes during oogenesis as the explanation of this 
trisomic state. They suggest, by analogy with the 
aetiology of non-disjunction in Drosophila, that the 
abnormality in oogenesis is facilitated by increased 
maternal age. R. H. Cawley 
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1015. Seasonal Swing in Mortality in England and Wales 
A. P. KANELLAKIS. British Journal of Preventive and 
Social Medicine [Brit. J. prev. soc. Med.]| 12, 197-203, 
Oct., 1958 [received March, 1959]. 2 figs. 


The seasonal variability of mortality in England and 
Wales has been examined for the years 1952-56. The 
greatest variability is found at the extremes of life, in 
the age groups 4 weeks to | year and 75 years and over. 
The predominating peak month of mortality is February, 
with the month of minimum varying between July and 
October. Most causes of death show some degree of 
variation, the swing being greatest with the respiratory 
infections and least with cancer. Two striking excep- 
tions to the general trend are a peak mortality for boys 
aged 5-14 years in August, which is due, almost cer- 
tainly, to accidental drownings, and a relatively high level 
of suicides in the spring. There is in these modern figures 
no sign of the December rise in mortality from such 
diseases as diabetes, heart disease, and peptic ulcers, 
which was noted by the Registrar-General in the corre- 
sponding figures for 1921-25, and which, he suggested, 
was due to the excitements and indiscretions of Christ- 
mas.—[Author’s summary.] 


1016. Married Women Who Work: Their Own and 
Their Children’s Health 

A. CARTWRIGHT and M. Jerrerys. British Journal of 
Preventive and Social Medicine [Brit. J. prev. soc. Med.} 
12, 159-171, Oct., 1958 [received March, 1959]. 2 refs. 


An investigation was undertaken by the Public Health 
Department of the London School of Hygiene and 
Tropical Medicine during the years 1954-7 of the health 
and certain social and economic circumstances of married 
women who went out to work, the area studied being 
a post-war housing estate in Hertfordshire with a popula- 
tion of about 17,000 re-housed Londoners. There was 
a high proportion of young married couples with child- 
ren in this population, and the inquiry was designed to 
cover the occupants of 7;ths of the dwellings, selected at 
random. Ultimately, information on physical and social 
characteristics was obtained for nearly 3,000 individuals 
by direct interview with the subjects, from public health 
records, and from school teachers and medical prac- 
titioners. 

The principal findings may be summarized as follows. 
Very few women with children under 2 years of age went 
out to work, but about half of those whose youngest 
child was of school age did so. The health of women 
who worked appeared to differ little from that of women 
who did not work, but the former were more prone to 
take “‘a day or two in bed”. The proportion of 
children whose mothers worked increased with the age 
of the children. 

The children of mothers who went out to work had no 
excess of illness or emotional disturbance over that in 


Health 


the children of mothers who did not work; moreover, 
they attended school more regularly, although in those 
under school age hospital admissions were relatively 
more frequent than in children of mothers who were not 
** gainfully employed”. In spite of the contrary views 
of some of the informants, the authors concluded that 
there was no evidence to suggest that children whose 
mothers went out to work were relatively neglected or 
handicapped physically, intellectually, or emotionally; 
‘among primary school children those with working 
mothers were considered to be rather more intelligent 
... than the others ”’. R. J. Matthews 


1017. Social and Biological Factors in Infant Mortality. 
VIII. Mortality in the Post-neonatal Period 

S. L. Morrison, J. A. Heapy, and J. N. Morris. 
Archives of Disease in Childhood [Arch. Dis. Childh.] 
34, 101-114, April, 1959. 9 figs., 26 refs. 


As part of an inquiry into the social and biological 
factors in infant mortality undertaken by the Medical 
Research Council and the General Register Office the 
authors have investigated deaths occurring in the post- 
neonatal period—that is, from the end of the 4th week of 
life to the end of the Ist year. The figures relate to the 
single legitimate births in England and Wales in 1949 
and 1950—1,322,150 in all. It was found that there is a 
distinct pattern for stillbirths and for deaths between the 
ages of 4 weeks to 6 months in relation to mother’s age 
and the birth rank: the larger the family, the greater the 
risk for the baby, and the baby of a younger mother is 
at greater risk than that of an older mother. Stillbirths 
increase rapidly with increasing maternal age, and tend 
to be highest with first infants. As regards social class, 
there is an increasing mortality from Class I to Class V, 
but the relatively high mortality among infants of young 
mothers with large families is not “* peculiar to any one 
social class due to some simple poverty factor”. Rates 
for four geographical regions gave a similar pattern of 
mortality in each area. Duration of marriage has some 
influence on mortality; closely spaced children and those 
born within one year of marriage appear to suffer a 
higher mortality. Respiratory disease is the main cause 
of death. ‘* Accidents ’ show a striking variation, being 
5-9 per 1,000 for fourth and later children of mothers 
aged 20 to 24, but only 0-3 per 1,000 for first children 
of mothers aged 25 to 34. There is evidence that a large 
number of “ accidental’? deaths are in fact due to 
respiratory infections. 

The authors quote a number of investigations carried 
out during the past few years on infant mortality. They 
believe there is some evidence that young mothers are 
slower to seek medical advice about their infants, hence 
the higher mortality is in fact due to poor maternal care. 
There is also evidence that mothers of children dying 
from “ accidents ’”’ are less able to recognize serious ill- 
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that many “ accidental” deaths are in fact preceded by 
symptoms. J. G. Jamieson 


1018. The Influence of Socioeconomic Factors on the 
Distribution of Hepatitis in Syracuse, N.Y. 

G. S. GOLDSTEIN and P. F. WEHRLE. American Journal 
of Public Health [Amer. J. Publ. Hlth] 49, 473-480, 
April, 1959. 16 refs. 


The relationship between the incidence and age dis- 
tribution of cases of infective hepatitis in Syracuse, 
New York, and socio-economic factors was studied in 
the records of 579 cases occurring in the 5-year period 
1953-7 inclusive. Infective hepatitis has been a notifi- 
able disease in Syracuse since 1953, and it is of some 
interest that no fewer than two-thirds of the total num- 
ber of cases occurred in 1953 and 1954. 

Over the whole period the incidence was highest in 
children aged 5 to 14 years (625 per 100,000 of the 
population), the next highest incidence being observed 
in the age group 30 to 39 years, presumably composed 
largely of the parents of affected children. 

The city of Syracuse was divided into 6 social-class 
areas, the highest socio-economic level being found in 
Area I and the lowest in Area VI. The incidence of 
hepatitis per 100,000 of the population was highest in 
Areas I (205) and VI (310). Except in Area I, the inci- 
dence varied inversely with the social class—that is, 
rising from Area II to Area VI. When the social varia- 
tions were analysed for the age groups 0 to 9 years and 
30 years and over, it was found that in children the 
incidence was highest in Areas V and VI (505 per 100,000) 
and Areas I and II (240 per 100,000); in adults the 
incidence was highest in Areas I and II (187 per 100,000) 
and Areas III and IV (141 per 100,000). 

From these figures the authors conclude that the inci- 
dence of the infection may be influenced by such factors 
as overcrowding, poor hygiene, and poor sanitation which 
are more common in the lower socio-economic groups, 
resulting in more frequent infection in children with 
consequent greater immunity of adults. 

[The similarity between the socio-economic incidence 
of hepatitis as reported here and that of poliomyelitis 
is of interest.] John Fry 


1019. Statistical Aspects of Poliomyelitis in England and 
Wales in Recent Years 

W. J. Martin. Monthly Bulletin of the Ministry of 
Health and the Public Health Laboratory Service [Monthly 


Bull. Minist. Hlth Lab. Serv.| 18, 54-64, April, 1959. 
1 ref. 


A survey has been made of the notifications and deaths 
from poliomyelitis in England and Wales in 1950-7. 
Throughout these years males have experienced a higher 
attack rate than females, except at ages 15 to 24, but 
among females some 5% more of the notified cases 
have been paralytic. The incidence of paralytic cases 
in this country continues to be highest in infancy (0 to 4 
years) and decreases throughout life. The fatality rate 
(deaths to cases in the same year) fell considerably 


during the 8 years, the fall being largest among children 
Y 
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ness, since the results of investigations elsewhere suggest 
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under 5 years (about 70% reduction) and least in adults 
of ages 25 years and over (about 25% reduction). At 
these adult ages there has been in the 8 years one death 
in every 4 paralytic cases in men and one death in every 
6 paralytic cases in women. 

The regional distribution shows that the southern 
section of the country had on the average a larger inci- 
dence than the northern section, while the experience 
of Wales was consistently below the national average. 
The attack rates in the south western region were 
relatively high in all but one year. To this unfavour- 
able situation a considerable contribution was made by 
the city of Bristol which had 4 large outbreaks in the 
8 years.—[Author’s summary.] 


1020. Some Information on Salmonella Infection in the 
R.S.F.S.R. in 1955-1957. (Hekotopsie 1aHHbie 0 cammo- 
B PCPCP B 1955- 
1957 r.) 

E. S. KrasnukasaA. [ueuena u Canumapua [Gig. i 
Sanit.] 24, 30-33, April, 1959. 


The author reports that some two-thirds of the cases 
of food poisoning notified in the R.S.F.S.R. during the 
period 1955-7 were bacterial in origin, and mainly due to 
various strains of Salmonella. The highest relative 
incidence of salmonella infection was 22:5% in 1955, 
while in 1957 the figure was 15%. It is noted, however, 
that these figures are based only on cases confirmed by 
laboratory examination, and the true percentages are 
probably higher. 

In the past the incidence of bacterial food poisoning 
has been higher in rural areas, probably in association 
with the greater use in such areas of meat and meat 
products from cattle slaughtered out of necessity. Only 
in 1957, for the first time, was the incidence greater in 
urban areas. The commonest types identified were 
S. typhimurium, S. enteritidis, S. gaertneri, and S. 
choleraesuis, the first-named being found between 4 and 
5 times more often than the others. Salmonella D 
(Type Dublin) was isolated during one outbreak in 1956. 

Meat products, for example, liver sausage, were respon- 
sible for 4 outbreaks and unpasteurized milk for 2; 
in these last S. typhimurium was the organism respon- 
sible, and the sera of the cows concerned gave a positive 
agglutination with S. typhimurium antigen in a dilution of 
1:400. Four outbreaks in 1956 and one in 1957 were 
traced to duck eggs, and S. typhimurium was again 
incriminated. 

The author attributes much of the responsibility for the 
prevalence of these outbreaks to the failure of the sanitary 
and veterinary authorities to ersure adequate control of 
the slaughter of cattle, especially when the animals are 
slaughtered because of disease. Itis urged that slaughter- 
ing by individual cattle rearers not under proper control 
should be prohibited. Basil Haigh 


1021. The Cholera Epidemic of 1832 in New York City 
C. E. RosenBerG. Bulletin of the History of Medicine 
[Bull. Hist. Med.] 33, 37-49, Jan.—Feb., 1959. Biblio- 
graphy. 
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1022. Spirography during Progressive Standard Effort of 
Moderate Intensity and Duration in the Establishment of 
a Criterion of Failure of Adaptation to Effort. Use of 
the Test in the Medico-legal Assessment of the Silicotic. 
(La spirographie au cours d’un effort standard, pro- 
gressif, d’intensité et de durée moyennes. Recherche 
d’un critére d’inadaptation a l’effort. Utilisation de 
l’épreuve dans l’expertise médico-légale du silicotique) 
A. BALMés, P. CAZAMIAN, and P. VINCENT. Poumon et 
le ceur [Poumon] 15, 231-247, March [received May], 
1959. 5 figs. 


The authors describe a standard exercise test of moder- 
ate intensity and duration which they have used in testing 
the pulmonary function of 200 silicotic patients at the 
Laénnec Clinic, Montpellier, and the Hépital de Roche- 
belle, Alés, Gard. Standard exercise was carried out on a 
bicycle-type ergometer, the work done being equivalent 
to 80 to 120 watts for a period of Sto 10 minutes. Oxy- 
gen uptake and pulmonary ventilation were recorded 
during the test. Oximetry was also employed in 69 cases 
and it was found that this amount of work produced no 
oxygen desaturation, nor was there any oxygen deficit in 
the last minute of exercise. 

The authors describe the two types of curve obtained, 
these depending respectively on whether a steady state 
had been reached at the end of 5 minutes’ exercise or not, 
and compare them with the radiological findings in these 
silicotic patients. They consider that the test is more 
physiological in nature and less exhausting for the patient 
to perform than are tests of maximum effort. 

G. M. Little 


1023. The Mechanical Properties of the Lung in Pneumo- 
coniosis of Coal-miners 

G. L. LEATHART. British Journal of Industrial Medicine 
[Brit. J. industr. Med.] 16, 153-165, April, 1959. 7 figs., 
29 refs. 


To assess changes in the mechanical properties of the 
lungs in pneumoconiosis, the “‘ elastance” (coefficient 
of elastic resistance, the reciprocal of compliance) of the 
lung and resistance of the airways were measured by the 
method of Mead and Whittenberger (1953) in 97 coal- 
miners and 17 men who had never worked underground. 
Ages ranged from 24 to 57. The work done on the lung 
was measured in 66 of these subjects, and the maximum 
voluntary ventilation (M.V.V.) was measured in all. 
The subjects were obtained by random selection from 
hospital out-patients and by random selection from a 
radiological survey of over 5,000 coal-miners. 

The M.V.V. was reduced in coal-miners with pro- 
gressive massive fibrosis (P.M.F.), and in those without 
pneumoconiosis, but was not significantly reduced in 
simple pneumoconiosis. Elastance of the lung was un- 
altered in young miners but was slightly, and signifi- 
cantly, increased in all elderly faceworkers whatever the 
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radiological category. This change appeared to be due 


to long years of work underground rather than to the 
radiological abnormality of pneumoconiosis. This slight 
change in the pulmonary elastance cannot be the cause 
of the reduction in M.V.V., since the two are unrelated. 
Inspiratory resistance was normal in all coal-miners, 
suggesting that pneumoconiosis is not associated with 
any fixed distortion of the airways. The non-elastic 
work of breathing, however, was frequently above nor- 
mal and this suggests that bronchial obstruction develops 
rather commonly during expiration. This change 
appears to be the cause of reduction of M.V.V. in the 
majority of cases, as a negative correlation between 
M.V.V. and non-elastic work was established. Mean 
non-elastic work was not, however, unduly high in those 
radiological groups in which a significant reduction of 
M.V.V. was recorded. It is suggested that this dis- 
crepancy may be due to excessive frictional resistance in 
the chest wall of miners with P.M.F. and those with 
no radiological abnormality. 

The findings are consistent with the hypothesis that 
emphysema is abnormally common in elderly coal- 
miners, and that it, rather than pneumoconiosis, is the 
cause of their reduced ventilatory ability —[Author’s 
summary. ] 


1024. Serum Immunc-conglutinins in ‘Silicosis. (Le 
immuno-conglutinine nel siero dei silicotici) 

B. Pernis, G. GAMBINI, and M. FINULLI. Medicina del 
lavoro [|Med. d. Lavoro] 50, 250-256, April [received 
July], 1959. 2 figs., 9 refs. 


As in many other diseases with a probable basis 
of pathological immunity reactions, no specific antigen 
has been demonstrated in silicosis. Attention has 
therefore been directed to the possible presence in the 
serum of silicotic patients of relatively or wholly non- 
specific immunity factors; to the latter class belong the 
immuno-conglutinins. A full description of the origin 
and nature of these bodies and the characteristics which 
differentiate them from bovine or anti-rhesus antibodies 
has been given by Marks and Coombs (J. Hyg. (Lond.), 
1957, 55, 81) who described them as immune bodies which 
appear in the serum following antigenic stimulation and 
which act directly against the organism’s own comple- 
ment by fixation in a complex antigen-antibody reaction. 
Such bodies have been demonstrated in very low titre 
in healthy human beings, probably representing the 
conglutinin reaction to inevitable contact with antigenic 
bacteria and viruses, and in higher titre in patients with 


chronic infections and diseases such as rheumatoid. 


arthritis and lupus erythematosus. It is considered that 
a constantly elevated level of immuno-conglutinins in 
diseases of obscure pathogenesis indicates an antibody- 
antigen reaction as an aetiological factor. 
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In the study here reported from the University of Milan 
the titre of immuno-conglutinins was determined in the 
serum of 29 healthy subjects, 66 patients with silicosis, 
and 7 with silico-tuberculosis. Only a few of the nor- 
mal sera showed a titre above the normal level of 1:4, 
whereas in 58 (889%) of the sera of the silicotic patients 
the titres were above this level, nearly 50% of them being 
between 1:32 and 1:128. In some of the cases of sili- 
cosis there was a possible relationship between the level 
of immuno-conglutinins and the severity of the radio- 
logical appearances in the lungs, but the correlation was 
not consistent. The authors suggest that this reflects 
the dynamic aspect of the immunological situation at the 
time of examination rather than the static anatomical 
condition of the lungs. Ethel Browning 


1025. An Immunological Approach to Silicosis 

E. C. VIGLIANI and B. Pernis. Journal of Occupational 
Medicine [J. occup. Med.) 1, 319-328, June, 1959. 8 
figs. .bibliography. 

The various approaches to silicosis based on solubility 
of silica dust or on mechanical or surface activity of the 
particles have not explained satisfactorily the patho- 
genesis of the disease. A number of experimental data 
are given in the present article which put forward an 
immunological approach to silicosis. These are (1) 
presence of high amounts of gamma globulins in the 
hyaline tissue of silicosis; (2) chemical similarities be- 
tween the silicotic hyaline and some fibrinoids of diseases 
with an immunological pathogenesis; (3) appearance 
of many plasma cells and their precursors during the 
development of the silicotic nodule and in the draining 
lymph nodes; (4) induction of a local or generalized 
activation of the reticuloendothelial system by crystalline 
silica dust; (5) variations in nonspecific immunity after 
introduction of free silica dust, similar to those deter- 
mined by endotoxic lipopolysaccharides; and (6) appear- 
ance of antipolysaccharide antibodies in the serum of 
some silicotic patients. The working hypothesis is 
advanced that silica dust modifies the macrophages 
which have phagocytosed it in such a way that these set 
free substances, probably polysaccharides, which activate 
the reticuloendothelial system and are autoantigenic. 

It seems that the immunological approach offers a 
better explanation of many aspects of the pathogenesis 
of silicosis, including the relationships between silicosis 
and tuberculosis, than any other alternative hypothesis 
available at present.—[Authors’ summary.] 


1026. Poisoning Due to the Use of Ethylene Glycol Mono- 
methyl Ether as a Solvent in a Printing Works. (Gruppen- 
erkrankung bei der Anwendung von Athylenglykol- 
monomethylather als Lésemittel in einer Druckerei) 
H. GROETSCHEL and D. SCHURMANN. Archiv fiir Toxi- 
kologie [Arch. Toxikol.] 17, 243-251, 1959. 5 refs. 


Some 2 months after the introduction at a small print- 
ing works in Hesse of a colour-printing process involving 
the use of an aniline dye solvent containing 62-4°% of 
ethyleneglycol monomethylether (methyl glycol) 10 wor- 
kers complained of vomiting, disturbances of sight, hear- 
ing, and taste, and a feeling of “‘ drunkenness”. Since 
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methyl glycol is of low volatility and no heating was used 
in the printing process, it was assumed that the move- 
ment of the large surface of paper on the rotating 
machines caused actual nebulization of the solvent, this 
probably being increased by the presence of the much 
more volatile ethyl alcohol. The patients’ symptoms 
diminished during the week-ends and returned during the 
working week. In 3 of the 4 cases described in detail 
there were marked psychoneurotic disturbance, such as 
sleeplessness or somnolence, loss of concentration, giddi- 
ness, and restlessness with some disorientation. 

A review of the literature revealed that several cases of 
poisoning with somewhat similar symptoms have been 
reported in the “‘fised collar” industry, where the 
cellulose acetate material is soaked in a solution con- 
taining methyl glycol and then subjected to pressure 
under heat. All these cases showed some degree of 
psychotic disturbance, while in 2 related cases described 
by Parsons and Parsons (J. industr. Hyg., 1938, 20, 124) 
the patients underwent a change of personality from active 
interest to complete apathy, accompanied by cloudy 
vision, giddiness, general weakness and muscular rigidity, 
and in one case moderate ataxia. There has also been a 
report of one non-industrial fatal case (in which the 
victim drank methyl glycol) in which post-mortem 
examination showed haemorrhagic gastritis and injury 
to the kidneys and liver. In ordinary industrial .cases 
the prognosis is favourable provided there is cessation 
of exposure, and no case of residual injury has been 
recorded. The installation of exhaust ventilation, en- 
closure of the rotary machines, and the substitution of 
ethyl glycol for methyl glycol are some of the prophy- 
lactic measures recommended by the authors for colour- 
printing processes. Ethel Browning 


1027. A Follow-up Study of Men Exposed to Cadmium 
Oxide Fume 

J. A. BONNELL, G. KAZANTZzIS, and E. Kinc. British 
Journal of Industrial Medicine {Brit. J. industr. Med.) 16, 
135-147, April, 1959. 3 figs., 15 refs. 


In 1953 Bonnell investigated the health of 100 men 
exposed to cadmium at two factories in England and 
described (Brit. J. industr. Med., 1955, 12, 181) the 
effects of chronic cadmium poisoning in 19 of these men 
then still at work, together. with 4 further cases already 
in hospital. Four years later (in 1957) the 83 men of the 
original group who were still available were re-examined 
to determine whether the disease progressed in the ab- 
sence of exposure and whether signs of poisoning could 
appear after a latent period. 

In all cases full histories were obtained, clinical 
examinations were carried out, early morning speci- 
mens of urine tested for specific gravity and for the 
presence of sugar, blood, and protein, and urinary 
cadmium excretion estimated by polarography. In 
addition four respiratory function factors were deter- 
mined or calculated: (1) the mean time-constant ob- 
tained from three curves of expiratory fast vital capacity; 
(2) maximum ventilatory capacity at 70 respirations per 
minute (M.V.C.70); (3) the swept fraction, that is, the 
mean tidal excursion in the M.V.C. test expressed as a 
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percentage of the vital capacity; and (4) the vital 
capacity, taken as the mean of the three volumes 
obtained in the expiratory fast vital capacity test. Lastly, 
chest radiographs were taken in full inspiration and 
expiration, the films being read on three separate occa- 
sions by two observers who were unaware of the identity 
of the cases. Emphysema was diagnosed only when 
two of the three main criteria (the clinical findings, the 
results of respiratory function tests, and the radiological 
findings) -were satisfied. Since the original control 
group had been dispersed a new group consisting of 63 
men who were working in the brass foundry at one of the 
two factories under investigation served for control 
purposes. 

The re-examination revealed 24 new cases of cadmium 
poisoning, making with the previous 19 a total of 43. 
Of the new patients, 6+had had no exposure to cadmium 
since 1950, and a further 4 had been last exposed in 1953. 
Of the 19 patients discovered in the earlier study, 3 
had died and deterioration had occurred in the remain- 
ing 16, only 6 of whom had been able to remain at work. 
The time-constant of the expiratory fast vital capacity 
test and the results of the M.V.C.79 and the swept fraction 
tests all demonstrated a similarity in performance by the 
control groups of 1953 and 1957, as judged by regression 
equations on age in each group. However, there were 
significant differences between the exposed groups and 
the 1957 control group, while a comparison between the 
two exposed groups showed that there had been deteriora- 
tion of performance between 1953 and 1957. Of the 24 
new cases, 18 had proteinuria only. The protein found 
was shown to be identical with the mucoprotein of low 
molecular weight described by Kekwick (Brit. J. industr. 
Med., 1955, 12, 196). Glycosuria was present in 19 men, 
but one of these was a diabetic of long standing; of the 
remaining 18 men, 17 were also excreting detectable 
amounts of cadmium in the urine. 

The authors have shown experimentally at the London 
Hospital that renal tubular damage can be produced in 
rats by prolonged administration of small quantities of 
cadmium. One of the men studied in hospital died from 
uraemia following renal failure, and granular contracted 
kidneys were found at necropsy. In 3 other cases tests 
revealed abnormal renal function. The present evidence 
suggests that progressive renal damage follows prolonged 
absorption of cadmium. In the two factories investigated 
considerable improvement in the ventilation had been 
made since 1953,.but even so measurement of the cad- 
mium on face masks used at one factory showed that 
large amounts of the metal could have been absorbed 
by careless workmen. W. K. S. Moore 


1028. The Value of Mobilization of Lead by Calcium 
Ethylene-diamine-tetra-acetate in the Diagnosis of Lead 
Poisoning 

J. TEISINGER and J. SrsovA. British Journal of Industrial 
Medicine (Brit. J. industr. Med. 16, 148-152, April, 1959. 
3 figs., 17 refs. 


It is now recognized that in cases in which exposure to 
lead is not severe or has not occurred for some time the 
ordinary tests for lead poisoning are not satisfactory, and 


the present investigation, reported from the Clinic for 
Occupational Diseases, Prague, was designed to assess 
the value of a diagnostic dose of calcium disodium ethyl- 
enediaminetetraacetate (sodium calciumedetate; Ca 
EDTA), with subsequent estimations of the urinary lead 
excretion. Two groups of patients were investigated: 
(1) 50 patients who had no history of exposure to lead, 
and (2) 47 who had worked with lead in various occupa- 
tions (8 being still engaged on this work) but had no 
symptoms of poisoning. In all cases 24-hour specimens 
of urine were collected for one or 2 days before and one 
day after a single intravenous injection of 15 ml. of a 
20% solution of CaEDTA. 

Before the injection the mean urinary lead excretion 
in Group 2 (the exposed group) was significantly higher 
than in Group 1. The mean values for both groups 
rose after treatment, but in Group 2 still remained 
higher than in Group 1. In the latter the highest value 
after treatment was 0-350 mg. of lead per 24 hours, and 
this was taken as the limiting value in assessing the result 
of the CaEDTA lead mobilization test. In 35 of the 47 
cases in Group 2 counts of stippled erythrocytes and 
estimations of blood lead and urinary porphyrin levels 
were performed in addition to the lead mobilization test. 
In 7 of these cases lead mobilization by CaEDTA was 
negative, the urinary lead values being below 0-35 mg. 
per 24 hours. In the remaining 28 cases the results lay 
between 0-415 and 3-21 mg. per 24 hours. In only 50% 
of these cases did the proportion of stippled erythrocytes 
exceed 1,000 per million cells or the blood lead level 
exceed 0-07 mg. per 100 ml. (the normal upper limit for 
the polarographic method used), while 16% showed 
increased porphyrinuria: 

In order to discover whether the severity of lead 
poisoning was correlated with urinary lead excretion 
after the first dose of CaEDTA, 10 severe and 10 slight 
cases of lead poisoning were further investigated. The 
more usual laboratory tests were positive in all 20 
patients. Although there was general agreement be- 
tween the clinical and laboratory estimates of severity 
of the poisoning and urinary lead excretion level after 
the first injection of CaEDTA, there were nevertheless 
a number of exceptions. Specimens of urine were also 
collected at 3-hour intervals after the injection (some 
patients being given a litre of tea before the injection) 
and the urinary lead content calculated in mg. per litre. 
In 10 individuals from the unexposed group the lead 
concentration never exceeded 0-5 mg. per litre, (the maxi- 
mum value usually being found 6 hours after the injec- 
tion), whereas in 4 subjects from the exposed group the 
values ranged from 0-5 to 4-5 mg. per litre. It is sug- 
gested that these methods of estimating mobilization of 
lead may be of considerable significance in cases of latent 
plumbism in which exposure to lead ceased months or 
even years previously. W. K. S. Moore 


1029. Oxides of Nitrogen: Their Occurrence, Toxicity, 
Hazard. A Brief Review 

E. L. Gray. A.M.A. Archives of Industrial Health 
[A.M.A. Arch. industr. Hlth] 19, 479-486, May, 1959. 
Bibliography. 
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Forensic Medicine and Toxicology 


1030. The Communication of Suicidal Intent: a Study 
of 134 Consecutive Cases of Successful (Completed) 
Suicide 

E. Rosins, S. GAssNer, J. Kayes, R. H. WILKINSON, 
and G. E. Murpuy. American Journal of Psychiatry 
[Amer. J. Psychiat.] 115, 724-733, Feb., 1959. 5 refs. 


The communication of suicidal intent was studied in 
a series of 134 cases in which the coroners of the City and 
of the County of St. Louis, Missouri, recorded a verdict 
of suicide. Relatives, friends, and other associates of 
the dead subject were interviewed with the object of 
obtaining information concerning the ways in which 
intention was communicated to others, there being a 
total of 305 such interviews. 

Over two-thirds of the subjects had communicated 
their suicidal intention in one way or another (this figure 
is regarded by the authors as an underestimate). The 
most frequent form of communication was the direct 
statement, but sometimes the communication’ was peri- 
phrastic. Chronic alcoholics had a slightly greater ten- 
dency to express suicidal intent than the manic-depressive 
group or the group suffering from miscellaneous illnesses; 
otherwise there was no correlation between suicidal 
communication and such factors as age, sex, clinical 
diagnosis, occupation, or socio-economic standing. In 
the majority of cases the suicidal intentions were 
repeated several times. A study of the case histories 
showed that only 3 of the 134 subjects could be con- 
sidered clinically healthy during life. Discussing the 
motive for communicating a suicidal urge, the authors 
suggest that a morbid preoccupation with death is more 
important than any particular emotional goal. 

Distress and tension were manifested by the majority 
of those who received these communications of suicidal 
intent. The authors emphasize that lack of knowledge 
of what to do with a suicidal person is a real problem and 
that no clear-cut guidance on this is available to doc- 
tors or to the public. Gavin Thurston 


1031. Acute Barbiturate Poisoning: a Review of Seventy- 
five Cases 

R. Pirriz. Scottish Medical Journal [Scot. med. J. 4, 
177-181, April, 1959. 4 figs., 10 refs. 


The author reviews the 75 cases of barbiturate poison- 
ing admitted to the Royal Infirmary, Glasgow, between 
1949 and 1957. There was a progressive increase in 
admissions due to barbiturate poisoning over these 
years which closely paralleled the annual death rate for 
this form of poisoning in Scotland. The series con- 
sisted of 56 females and 19 males and the peak age. inci- 
dence was in the Sth decade, with a smaller peak in the 
3rd decade; the 5 patients under 20 years of age included 
2 infants. Most cases were due to attempted suicide, 3 
cases may have been due to “ barbiturate automatism ”’, 
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and in the 2 infants the poisoning was accidental. 
Phenobarbitone was involved in 21 cases and buto- 
barbitone in 15, these 2 drugs thus accounting for just 
under one half of the total. 

The severity of the poisoning depended on several 
factors, these including the amount and type of drug, 
the patient’s general health, his tolerance to barbiturates, 
and the period of time elapsing before admission to 
hospital. In hospital the severity of the poisoning was 
best judged by the depth and duration of coma and the 
presence or absence of respiratory complications and 
circulatory depression. The author stresses that when 
the duration of action imputed to a drug (for example, 
** short-acting ” barbiturate) has been passed the patient 
is not necessarily out of danger. In the 29 deeply 
comatose patients in this series the duration of uncon- 
sciousness was 36 to 120 hours with phenobarbitone, 36 
to 48 hours with amylobarbitone, 12 to 48 hours with 
quinalbarbitone, and 12 to 18 hours with cyclobarbitone. 
The degree of hypotension was clearly related to the depth 
of coma, but tachycardia was absent in many patients 
with a considerable degree of hypotension. Pulmonary 
complications occurred in 7 patients and in 4 cases 
probably contributed to the patient’s death. Penicillin 
had been administered intramuscularly to all 7 patients 
from the time of admission. Of the 8 patients who 
died (11°), all were deeply comatose on admission and 
remained in coma for 36 hours or more, except one man 
who had a perforated peptic ulcer and a child of 2 years. 

In the majority of patients gastric lavage was carried 
out. In 23 cases the washings were examined for bar- 
biturate and in 11 the drug was found up to 4 hours 
after ingestion, in 4 cases up to 8 hours, and in 2 up to 
12 hours; however, no quantitative estimate of the 
barbiturate present could be carried out after lavage. 
Most of the patients were also given various analeptics, 
17 receiving nikethamide, 5 picrotoxin, and 4 amphet- 
amine, while 12 patients in the later years of the study 
received megimide and daptazole; because of the small 
numbers involved no conclusions are drawn regarding 
the relative merits of these drugs. The author mentions 
the importance of laryngeal intubation and bronchial 
aspiration which have recently been introduced for this 
condition. Other measures include the maintenance of 
a clear airway, oxygen inhalations, prophylactic peni- 
cillin by injection, and noradrenaline by intravenous 
infusion when hypotension is severe. Most of the 
patients were seen by a psychiatrist in hospital, and in 


49 cases further psychiatric treatment was carried out 


and the patients followed up. P. T. Main 


1032. The Toxicology of Some Aliphatic Aldehydes 
E. V. Henson. Journal of Occupational Medicine [J. 
occup. Med.) 1, 457-462, Aug., 1959. 26 refs. 
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1033. Translaryngeal Anesthesia: a Review 
M. I. Gop and D. R. BuECHEL. Anesthesiology [Anes- 
thesiology| 20, 181-185, March-April, 1959. 24 refs. 


Topical anaesthesia before intubation, either by intra- 
oral spray or by injection through the cricothyroid mem- 
brane, is important in conscious patients or when light 
anaesthesia is desirable. According to the authors, 
Canuyt in 1920, was the first to use the injection method. 
[In fact StClair Thomson described a modification of it 
in 1919 (Brit. med. J., 2, 460); he injected 5 to 15 drops 
of a 24% solution of cocaine direct into the trachea 
before tracheotomy. Milligan (ibid., 508) used the 
method in 6 cases and gave it up; he commented that 
“*from the anaesthetic point of view it was perfect, 
from the practical standpoint dangerous” because it 
abolished the protective cough. reflex.] The injection 
may be given when the patient is awake or asleep; the 
reasons given in the literature for adopting either one 
of these methods are discussed. The technique of in- 
jection in the conscious patient is described, and it is 
emphasized that the patient must be warned not to 
swallow, talk, or cough. 

Contraindications to this method of translaryngeal 
anaesthesia are the presence of an enlarged thyroid 
gland or a tumour over-riding the thyroid or cricoid 
cartilage, active disease of the air passages, and obesity, 
making palpation difficult. It is also contraindicated in 
patients with an undue tendency to haemorrhage. In 
a total of 17,500 cases reported in the literature in which 
translaryngeal anaesthesia was given complications 
appear to have been few. Laryngospasm occurred in 2 
cases and soft-tissue infections in 4; there were 2 cases 
of a broken needle. No instance of surgical emphysema, 
mediastinal infection, or damage to the vocal cords has 
been reported. W. Stanley Sykes 


1034. The Duration of Action of Levallorphan 
M. SweRDLOW. Anaesthesia [Anaesthesia] 14, 178-183, 
April, 1959. 2 figs., 7 refs. 


The importance of a knowledge of the duration of 
action of an antagonist is emphasized, and an investiga- 
tion is reported of the duration of useful protection 
afforded by levallorphan tartrate. At Salford Royal 
Hospital, 4 groups each of 15 patients were given an 
intramuscular injection of levallorphan in a dosage of 
0-006 mg. per kg. body weight 1, 14, 2, and 3 hours 
respectively before operation. At zero time the patients 
were anaesthetized with 8 mg. of thiopentone sodium 
per kg. body weight, followed by nitrous oxide—-oxygen 
(3:1) in closed circuit. Five minutes after zero control 
readings of the respiratory rate and minute volume were 
taken. An intravenous injection of 0-6 mg. of pethidine 
per kg. body weight was then given and the respiratory 
rate and minute volume were measured 3, 5, 7, and 9 
minutes later. The effects of the pethidine on respira- 


Anaesthetics 


tion were compared with those in two comparable groups 
of patients who had received the same dose of pethidine 
alone and mixed with levallorphan, without preliminary 
levallorphan. The results suggest that levallorphan 
affords good protection for about 14 hours and that there 
is still some protective effect after 3 hours.—[Author’s 
abstract.] 


1035. Halothane—Oxygen Anaesthesia for Bronchoscopy. 
A Method Suitable for Children 

D. Brown. Anaesthesia [Anaesthesia] 14, 135-137, 
April, 1959. 5 refs. 


After briefly reviewing the anaesthetic techniques used 
for bronchoscopy in children the author describes the 
method employed in 26 cases at the London Chest 
and Middlesex Hospitals, London. Children under 2 
years were premedicated with atropine alone, those over 
2 years receiving papaveretum and scopolamine (hyo- 
scine). Anaesthesia was induced with nitrous oxide— 
oxygen, and halothane was gradually added to the mix- 
ture; as anaesthesia deepened the nitrous oxide was 
turned off. The vocal cords, pyriform fossae, trachea, 
and carina were then topically anaesthetized under direct 
vision. The bronchoscope was inserted, and unless the 
examination was very brief, halothane in a concentration 
of 1-5 to 2% with oxygen was administered through the 
side tube of the bronchoscope. 

The author emphasizes that care must be taken in 
positioning the child during the postoperative period. 

Mark Swerdlow 


1036. Muscle Relaxation with Decamethonium (C10) 
G. E. H. ENDERBY. Anaesthesia [Anaesthesia] 14, 138- 
143, April, 1959. 13 refs. 


In this paper from Queen Victoria Hospital, East 
Grinstead, and the Metropolitan Ear, Nose, and Throat 
(E.N.T.) Hospital, London, the author describes his use 
of decamethonium for anaesthesia in a wide variety of 
E.N.T., plastic, thoracic, and general surgical operations 
in over 4,000 patients aged 3 to 84 years. For induction 
of anaesthesia in adults a mixture of 5 mg. of deca- 
methonium with 400 to 500 mg. of thiopentone is 
usually given. When decamethonium is administered 
to produce abdominal relaxation the degree and dura- 
tion of myoneural block can be considerably increased 
by the concurrent employment of hyperventilation with 
nitrous oxide and oxygen. The initial profound relaxa- 
tion produced by decamethonium plus acapnia cannot 
easily be continued by further doses of the drug. There- 
fore when relaxation becomes inadequate one or more 
doses of suxamethonium or suxethonium are adminis- 
tered. There are no signs of histamine release with 
decamethonium and there is complete absence of delayed 
recovery of respiration in the immediate postoperative 
period. Mark Swerdlow 
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1037. The Value of Delayed Gastric Emptying Roentgen 
Study of the Abdomen in the Detection of Ulcer, Car- 
cinoma and Other Organic Disease of the Upper Ali- 
mentary Tract 

J. W. MacMoran, R. B. Funcn, and B. R. Youna. 
American Journal of Roentgenology, Radium Therapy, 
and Nuclear Medicine [Amer. J. Roentgenol. ] 81, 609-612, 
April, 1959. 4 figs. 


A radiograph of the abdomen taken with the patient 
in the prone position one hour after ingestion of a barium 
meal has been found of value in demonstrating the 
mucosal pattern and the rate of emptying of the stomach 
and may reveal ulcer craters or other lesions not seen at 
the initial examination. The authors have reviewed the 
one-hour delayed radiographs obtained in 100 repre- 
sentative cases at the Germantown Hospital, Philadel- 
phia. In 83 the mucosal relief pattern was seen, while 
35, provided additional help in locating the site of an 
uléer or in estimating the extent of carcinoma. In 3 
cases the presence of an ulcer was first diagnosed from 
the delayed radiograph; it is suggested that during the 
initial examination in these cases the crater was obscured 
by the large amount of barium in the stomach or that 
the crater contained mucus or necrotic material which 
was subsequently replaced by barium. 

Michael C. Winter 


1038. Retrograde Aortography under Controlled Hypo- 
tension. (L’aortographie rétrograde sous hypotension 
contrélée) 

F. PIneT, J. GRAVIER, and A. Pinet. Journal de radio- 
logie, d’électrologie et de médecine nucléaire [J. Radiol. 


Electrol.) 40, 115-126, March-April, 1959. 17 figs., 
1 ref. 


The authors point out that in the performance of 
angiocardiography visualization of the aorta is the 
great difficulty, none of the various methods hitherto 
employed having proved completely satisfactory. In 
studies carried out at the Medical and Surgical Clinics 


of the University of Lyons they have investigated the . 


value of controlled hypotension as a means of enabling 


direct injection of the aorta to be made by the retrograde ~ 


route with a trocar. The hypotension, which is pro- 
duced by injection of trimetaphan camphorsulphonate 
(“‘ arfonad ”’), reduces the arterial flow so that only 20 to 
40 ml. of the opaque medium is required. A dose of 
10 to 30 mg. of the drug injected intravenously has 
proved sufficient for angiography and produces an 
immediate fallin the blood pressure, which spontaneously 
returns to normal in 6 to 8 minutes; the degree of hypo- 
tension produced varies from one individual to another. 
The fact that the vasoconstrictors retain their power of 
action after the administration of the drug, combined 
with the spontaneous reversibility of the hypotension, is 
said to offer absolute security. 


Radiology 


Since the blood in the arterial system follows the laws 
of gravity radiographs of the aorta and its branches 
should be taken in the dorsal decubitus position and of 
the coronary arteries in the ventral decubitus position, 
while for visualization of a local circulation or collaterals 
of one side of the body the lateral decubitus position is 
recommended. General anaesthesia is not essential, 
but it has been found helpful in lessening the sub- 
jective symptoms of hypotension and in facilitat- 
ing the insertion of the trocar. The authors have 
generally injected the opaque medium into the upper 
end of the radial artery and prefer to expose the artery 
rather than employ the percutaneous method. Hypo- 
tension is established while the trocar is being inserted. 
A 250-mg. ampoule of arfonad is diluted with 250 ml. 
of physiological serum or isotonic glucose and introduced 
drop by drop. Hypotension is obtained within a few 
minutes, its degree depending chiefly on the age of the . 
subject and the elasticity of the arteries. In young 
patients and those with supple vessels it is usually ob- 
tained easily, but in older subjects it may be difficult to 
lower blood pressure below 100 mm. Hg; the authors 
have found that in adolescents a reduction to 80 mm. 
or even 60 mm. Hg is easily obtainable. The opaque 
medium is introduced under pressure when the required 
degree of hypotension is reached, carotid compression 
being applied to prevent the medium entering the cere- 
bral circulation. 

In the first series of 15 cases in which this method was 
employed there were no untoward incidents. Ab- 
solute contraindications are recent vascular cerebral 
or coronary accidents. Other contraindications are 
those appertaining to angiocardiography in general. 
The authors stress that the state of the arteries is of more 
importance than the age of the patient. 


John H. L. Conway-Hughes 


1039. Aortic Valvular Diseases Studied by Percutaneous 
Thoracic Aortography. [Monograph, in English] 

P. OpMAN and J. Puiirson. Acta radiologica [Acta 
radiol. (Stockh.)] Suppl. 172, 1-59, 1958. 21 figs., 46 refs. 


1040. The Radiological Features of Syphilitic Aortic 
Incompetence 
W. G. Situ and J. C. Leonarp. British Heart Journal 


[Brit. Heart J.] 21, 162-166, April, 1959. 2 figs., 
19 refs. 


The chest radiograms of 83 patients with syphilitic 
aortic incompetence have been studied. The incidence 
of linear calcification of the ascending aorta was 39% 
and this can be accepted as a reliable and almost specific 
sign of syphilitic aortitis. Special radiographic tech- 
niques are often necessary to demonstrate calcification 
of the ascending aorta in its earliest form. The sign is 
of particular value in determining the aetiology of aortic 
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incompetence and should be considered in conjunction 
with the clinical features, the serological reactions, and 
the erythrocyte sedimentation rate.—[Authors’ sum- 


mary.] 


1041. The Elusiveness of Neoplasia following Roentgen 
Therapy for Thymic Enlargement in Childhood 

L. S. SnecirerF. Radiology [Radiology] 72, 508-517, 
April, 1959. 4 figs., 14 refs. 


In this paper from the Harvard School of Public 
Health, Boston, a preliminary follow-up study is reported 
of 148 patients who received x-irradiation in childhood 
and infancy for an enlarged thymus gland, a group of 
23 untreated patients with thymus enlargement, and, 
for control purposes, a group of 162 patients without 
detectable enlargement of the thymus before tonsillec- 
tomy. Of the irradiated group, 87-83%, received a total 
of 400 r. in 4 separate exposures each of 100 r. at 10-day 
intervals, 7-42% received 1,250 r., 1-35°% received a 
single treatment of 100 r., and the remainder received 
multiple doses to a total ranging from 350 to 1,800 r. 
Of the 333 patients, 9 had died, 2 were alive but were not 
well, and the remainder wére well. At the time of the 
report no malignant neoplasms had developed in any 
of these patients, although 75 of the 148 treated patients 
had been followed up for over 20 years. In 2 patients 
benign thyroid conditions had developed (adenoma and 
cystic disease respectively), and 3 patients in the treated 
group had died from non-malignant disease. Of the 
control group of 162 patients none had cancer, the 6 
deaths in this group being due to non-malignant condi- 
tions. 

Thus in this series the high incidence of primary 
cancer of the thyroid and of acute leukaemia following 
irradiation for thymus enlargement which has been 
reported by others is not substantiated. R. S. Pointon 


1042. Genetic Effects in Children and Grandchildren of 
Women Treated for Infertility and Sterility by Roentgen 
Therapy. Report of a Study of Thirty-three Years 

I. I. Kapitan. Radiology [Radiology] 72, 518-521, 
April, 1959. 

The author has analysed the genetic changes observed 
in two successive generations of the offspring of women 
treated for sterility by x-irradiation of the ovaries and 
the pituitary. Over the past 33 years he has treated 
800 patients for sterility, and of this number 644 have 
been followed up for a period of 1 to 33 years. In the 
majority of the patients high-voltage irradiation was 
used with the following factors: 200 kV., H.V.L. 1 mm. 
Cu, F.S.D. 50 cm.; a dose of approximately 65 r. was 
given to the ovaries and one of 90 r. to the pituitary 
fossa over a period of 14 days. 

Of the 644 patients, 351 conceived following irradia- 
tion, 318 having 566 children, of whom 543 were normal. 
Of these normal children, 35 married and 31 had a total 
of 46 normal children, 45 of whom were still alive, these 
being the grandchildren of the original patients. Neither 
cancer nor leukaemia of any type has been noted in any 
of the children or grandchildren of the irradiated patients. 
There appeared to be no significant difference between 


RADIOLOGY 


the incidence of gross abnormalities in this series and 
that in the normal population. 

The author states that the incidence of genetic damage 
to the children and grandchildren of this group of patients 
irradiated for sterility was less than that in the normal 
population. R. S. Pointon 


1043. The Treatment of Polycythaemia Vera by Irradia- 
tion: a Follow-up Study of 52 Cases 

H. D. FriepserG. Journal of the Faculty of Radiolo- 
gists [J. fac. Radiol. (Lond.)| 10, 77-79, April, 1959. 
1 fig., 6 refs. 


The author reviews 52 confirmed and adequately 
followed up cases of polycythaemia vera treated at the 
Christie Hospital and Holt Radium Institute, Manchester, 
during the period 1944-56. The incidence of the various 
signs and symptoms is tabulated and differs little from 
that in other series except for the fact that splenomegaly 
was noted in only 33 cases. [No mention is made of the 
very interesting problem of increased blood volume in 
polycythaemia vera.] Thrombotic incidents in the course 
of the disease and during the follow-up period occurred 
38 times in 29 patients. 

Between 1944 and 1949 whole-body x-irradiation was 
the method of treatment, with a 250-kV. apparatus, 
anterior and posterior fields, and in most cases a surface 
dose of between 150 and 175 r. given over 20 to 24 days. 
Of this early group of 19 patients, 3 developed anaemia 
and agranulocytosis within 3 months of completing 
treatment. In one of these, who had received a midline 
dose of 372 r. in 22 days, the bone marrow did not 
recover and the patient died of anaemia 10 months after 
treatment; the other 2, who had been given surface 
doses of 200 and 228 r. respectively over 23 days, both 
recovered completely and are well 10 and 13 years later 
respectively. Irradiation of the spleen alone was tried 
in 7 cases, but was soon abandoned as the results were 
unsatisfactory. 

From 1949 onwards treatment has included intra- 
venous injections of radioactive phosphorus (32P); at 
first 2 or 3 injections of 3 to 5 mc. were given with inter- 
vals of a few months between injections, but the present 
method is to administer 32P in a single injection of 100 
to 140 uc. per kg. body weight. Admission to hospital 
is not considered essential and preliminary venesection is 
only occasionally performed. Among the 33 patients so 
treated one man died 4 days after receiving 5 mc. of 
32P, but he had previously received two courses of tri- 
ethylene melamine [dose not stated]; in this patient no 
active bone marrow was found post mortem, but some 
haematopoiesis was taking place in the liver and spleen. 
Two other patients developed acute transient polyarth- 
ritis of the hands and feet 6 weeks after receiving 32P; 
this, it is suggested, may have been a manifestation of 
unsuspected gout. Although the author agrees that the 
two treatment groups were not strictly comparable, he 


nevertheless concludes that “* the similarity of the results 


suggests that the mode of irradiation is immaterial in 
producing a remission”. [It is, however, generally con- 
sidered that 32P gives more prolonged remissions.] 

Norman Mackay 
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